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Abstract

Evaluating Optimal Individualized Treatment Rules
by
Alexander Ryan Luedtke
Doctor of Philosophy in Biostatistics
University of California, Berkeley

Professor Mark J. van der Laan, Chair

Suppose we observe baseline covariates, a binary indicator of treatment, and an outcome
occuring after treatment. An individualized treatment rule (ITR) is a treatment rule which
assigns treatments to individuals based on their measured covariates. An optimal ITR is the
ITR which maximizes the population mean outcome. The mean outcome of the optimal ITR
is referred to as the optimal value. This dissertation considers three inferential challenges
related to these parameters in the large semiparametric model that at most places restrictions
on the probability of receiving treatment given covariates.

The first is to develop confidence intervals for the optimal value. Constructing valid confi-
dence intervals for this quantity is surprisingly difficult when the stratum specific treatment
effect, also called the blip function, is null with positive probability. This null treatment
effect seems possible in many studies. While it has been claimed in the literature that no
regular and asymptotically linear (RAL) estimator exists in this case, we prove that RAL
estimators of the optimal value can exist in a slightly more general setting. We then de-
scribe an approach to obtain root-n rate confidence intervals for the optimal value even when
regular estimation is not possible. We also provide sufficient conditions under which our es-
timator is RAL and asymptotically efficient — a necessary condition is of course that regular
estimation is possible under the data generating distribution.

We have thus far assumed that treatment is an unlimited resource so that the entire
population can be treated if this strategy maximizes the population mean outcome. In the
second part of this dissertation, we consider optimal ITRs in settings where the treatment
resource is limited so that there is a maximum proportion of the population that can be
treated. We give a general closed-form expression for an optimal stochastic ITR in this
resource-limited setting, and a closed-form expression for the optimal deterministic ITR
under an additional assumption. We also present an estimator of the mean outcome under
the optimal stochastic ITR and give conditions under which our estimator is efficient among
all RAL estimators.

Both of the first two inferential challenges considered give parametric-rate confidence
intervals for finite-dimensional parameters in our large semiparametric model. In the third



part of this dissertation we focus on developing hypothesis tests and confidence sets for
infinite-dimensional parameters that one typically estimates using data adaptive techniques.
Parametric-rate inference is not typically expected in this setting. Our primary motivating
example concerns the blip function, which is closely related to the optimal ITRs in both
the resource-unconstrained and constrained settings. For any fixed function, we give valid
hypothesis tests that the blip function is equal to this fixed function. These tests can then
be inverted to develop a confidence set for the blip function. Surprisingly, the hypothesis
test achieves a parametric rate in the sense that it is consistent against local alternatives
converging to the data generating distribution at the rate of one divided by the square root
of sample size. We prove the validity of this procedure in great generality that applies far
beyond this particular inference problem, and reference several other examples to which it
applies. The results in this third component of the dissertation have been developed using
the theory of higher-order influence functions.



To all those who made the last four years unforgettable.
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Chapter 1

Introduction

We first give an overview of the problems considered in this dissertation. We then present
our data structure and the key notation that is common across chapters.

1.1 Overview

Suppose one wishes to maximize the population mean of some outcome using some binary
point treatment, where for each individual clinicians have access to measured baseline co-
variates. Such a treatment strategy is termed an individualized treatment regime ITR, and
the (counterfactual) population mean outcome under an ITR is referred to as the value of
the ITR (Neyman, 1990; Rubin, 1974; Robins, 1986; Pearl, 2009). An ITR with maximal
value is referred to as an optimal ITR or the optimal rule, and the value of an optimal ITR
is referred to as the optimal value. One can show that any optimal ITR assigns treatment
to individuals falling in strata in which the stratum specific average treatment effect, also
termed the “blip function”, is positive and does not assign treatment to individuals for which
this quantity is negative. This problem has received much attention in the statistics liter-
ature over the last two decades (see, e.g., Murphy, 2003; Robins, 2003, 2004; Chakraborty
and Moodie, 2013). Most of this earlier work in ITRs has worked in restricted statistical
models in which the blip function is parameterized by a finite-dimensional parameter. In
this work, we answer several questions arising in individualized medicine in a nonparametric
model which at most places restrictions on the probability of a patient receiving treatment
given covariates.

Chapter 2: Inference for the Optimal Value

Suppose one wishes to know the impact of implementing an optimal ITR in the population,
i.e. one wishes to know the optimal value. Inference about this quantity can be used to inform
practitioners as to what benefits are possible if the delivery of a treatment is optimized in
the population at a strata-specific level. Before estimating the optimal value, one typically
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estimates the optimal rule. Recently, researchers have suggested applying machine learning
algorithms to estimate the optimal rules from large classes which cannot be described by a
finite-dimensional parameter (see, e.g., Zhang et al., 2012a; Zhao et al., 2012; Luedtke and
van der Laan, 2014a).

Inference for the optimal value has been shown to be difficult at exceptional laws, i.e.
probability distributions where there exists a stratum of the baseline covariates that occurs
with positive probability and for which treatment is neither beneficial nor harmful (Robins,
2004; Robins and Rotnitzky, 2014). Inference is similarly difficult in finite samples if the
treatment effect is very small in all strata, even though valid asymptotic estimators exist in
this setting (van der Laan and Luedtke, 2014a). Zhang et al. (2012b) considered inference for
the optimal value in restricted classes in which the I'TRs are indexed by a finite-dimensional
vector. At non-exceptional laws, they outlined an argument showing that their estimator
is (up to a negligible term) equal to the estimator that estimates the value of the known
optimal ITR under regularity conditions. The implication is that one can estimate the
optimal value and then use the usual sandwich technique to estimate the standard error
and develop Wald-type confidence intervals (ClIs). Van der Laan and Luedtke (2014a) and
van der Laan and Luedtke (2014b) developed inference for the optimal value when the ITR
belongs to an unrestricted class. Van der Laan and Luedtke (2014b) provide a proof that the
efficient influence curve for the parameter which treats the optimal rule as known is equal
to the efficient influence curve of the optimal value at non-exceptional laws. One of the
contributions of Chapter 2 is to present a slightly more precise statement of the condition
for the pathwise differentiability of the mean outcome under the optimal rule. We will show
that this condition is necessary and sufficient.

Restricting inference to non-exceptional laws is limiting as there is often no treatment
effect for people in some stratum of baseline covariates. Chakraborty et al. (2014) propose
using the m-out-of-n bootstrap, which draws samples of size m patients with replacement
from the data set of size n, to obtain inference for the value of an estimated ITR using an
inverse probability weighted (IPW) estimator. This yields valid inference when the treatment
mechanism is known or is estimated according to a correctly specified parametric model.
They also discuss an extension to a double robust estimator. In non-regular problems, this
method yields valid inference if m,n — oo and m = o(n). The Cls for the value of an
estimated regime shrink at a root-m (not root-n) rate. In addition to yielding wide Cls,
this approach has the drawback of requiring a choice of the important tuning parameter m,
which balances a trade-off between coverage and efficiency. Chakraborty et al. propose using
a double bootstrap to select this tuning parameter.

Goldberg et al. (2014) instead consider truncating the criteria to be optimized, i.e. the
value under a given rule, so that only individuals with a clinically meaningful treatment
effect contribute to the objective function. These authors then propose proceeding with
inference for the truncated value at the optimal I'TR. For a fixed truncation level, the esti-
mated truncated optimal value minus the true truncated optimal value, multiplied by root-n,
converges to a normal limiting distribution. Laber et al. (2014a) propose instead replacing
the indicator used to define the value of a ITR with a differentiable function. They discuss
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situations in which the estimator minus the smoothed value of the estimated I'TR, multiplied
by root-n, would have a reasonable limit distribution.

Chapter 2 develops Cls for the value of the optimal ITR. This chapter carefully studies
why standard approaches fail in these settings, and proposes a novel solution which (i) yields
asymptotically valid CIs even if the blip function is zero with positive probability and (ii) is
asymptotically efficient when the efficiency bound is well-defined. This is the first and only
solution satisfying these criteria presented in the literature to date.

Chapter 3: Individualized Treatments Under Limited Resources

In Chapter 2, we aimed to estimate the value of the optimal ITR. If treatment is even slightly
beneficial to all subsets of the population, then this ITR would suggest treating the entire
population. There are many realistic situations in which such a treatment strategy, or any
strategy that treats a large proportion of the population, is not feasible due to limitations on
the total amount of the treatment resource. In a discussion of Murphy (2003), Arjas observed
that resource constraints may render optimal I'TRs of little practical use when the treatment
of interest is a social or educational program, though no solution to the constrained problem
was given (Arjas et al., 2003).

The mathematical modeling literature has considered the resource allocation problem to
a greater extent. Lasry et al. (2011) developed a model to allocate the annual CDC budget
for HIV prevention programs to subpopulations which would benefit most from such an
intervention. Tao et al. (2012) consider a mathematical model to optimally allocate screening
procedures for sexually tranmitted diseases subject to a cost constraint. Though Tao et al.
do not frame the problem as a statistical estimation problem, they end up confronting
similar optimization challenges to those that we will face. In particular, they confront the
(weakly) NP-hard knapsack problem from the combinatorial optimization literature (Karp,
1972; Korte and Vygen, 2012). We will end up avoiding most of the challenges associated
with this problem by primarily focusing on stochastic treatment rules, which will reduce to
the easier fractional knapsack problem (Dantzig, 1957; Korte and Vygen, 2012). Stochastic
ITRs allow the treatment to rely on some external stochastic mechanism for individuals in
a particular stratum of covariates.

Chapter 3 first formulates the statistical estimation problem in this setting, which itself
was a new contribution as of the publishing of Luedtke and van der Laan (2015). It then
describes how to estimate the value of the optimal resource-constrainted I'TR.

Chapter 4: Inference for Infinite-Dimensional Parameters

Previous works have demonstrated how one can obtain consistent point estimates of the blip
function in mean-square or in value of the resulting optimal rule estimate (see, e.g., Zhao
et al., 2012; Luedtke and van der Laan, 2014a). Despite exhibiting strong point estimation
schemes for this function (infinite-dimensional parameter), the statistical community has
not yet considered how one might obtain inference for this parameter. Chapter 4 develops
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a hypothesis test that the blip function is equal any given fixed function. Astoundingly,
this yields valid confidence sets for this infinite-dimensional parameter: one merely needs
to invert the test to check if a given function belongs to the confidence set. The hypoth-
esis tests presented in this chapter are developed using the maximum mean discrepancy
(MMD) parameter first presented in Gretton et al. (2006), which represents a discrepancy
measure between distributions. While Gretton et al. (2006) focused on the MMD between
the distributions of observed random variables, we apply the MMD to measure the discrep-
ancy between the distribution of the (unknown but estimable) blip function applied to the
observed covariates minus a fixed function (also applied to the observed covariates) and
compare the distribution of this difference to the point mass at zero. While we use inference
about the blip function as the primary motivation in this chapter, we present the results
in general for a rich class of infinite-dimensional parameters. Inference is usually extremely
difficult for infinite-dimensional parameters when smoothing approaches are used to estimate
the unknown function because the resulting estimators tend to be highly irregular.

To develop our approach, we use techniques from the higher-order pathwise differentiabil-
ity literature (see, e.g., Pfanzagl, 1985; Robins et al., 2008; van der Vaart, 2014; Carone et al.,
2014). Despite the elegance of the theory presented by these various authors, it has been
unclear whether these higher-order methods are truly useful in infinite-dimensional models
since most functionals of interest fail to be even second-order pathwise differentiable in such
models. This is especially troublesome in problems in which under the null the first-order
derivative of the parameter of interest (in an appropriately defined sense) vanishes, since then
there seems to be no theoretical basis for adjusting parameter estimates to recover paramet-
ric rate asymptotic behavior. At first glance, the MMD parameter seems to provide one
such disappointing example, since its first-order derivative indeed vanishes under the null.
The latter fact is a common feature of problems wherein the null value of the parameter is
on the boundary of the parameter space. It is also not an entirely surprising phenomenon
given that the MMD achieves its minimum of zero under the null hypothesis. Nevertheless,
we are able to show that this parameter is indeed second-order pathwise differentiable un-
der the null hypothesis — this is a rare finding in infinite-dimensional models. As such, we
can employ techniques from the recent higher-order pathwise differentiability literature to
tackle the problem at hand. To the best of our knowledge, this is the first instance in which
these techniques are directly used (without any form of approximation) to resolve an open
methodological problem.

1.2 Notation and data structure

Let O = (W,A)Y) ~ By € M, where W represents a vector of covariates, A a binary
intervention, and Y a real-valued outcome. The model M for F, is nonparametric, beyond
possible knowledge about the probability of treatment given covariates. We observe an
independent and identically distributed (i.i.d.) sample Oy, ...,O, from P,. Let W, A, Y,
and O denote the support of W, A, Y, and O, respectively. For a distribution P, define the
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treatment mechanism g(P)(A|W) £ Prp(A|W). We will refer to g(Pp) as go and g(P) as g.
For a function f, we will use Ep[f(O)] to denote [ f(0)dP (o). We will also use Ey[f(O)] to
denote Ep,[f(O)] and Prjy to denote the Py probability of an event.

Throughout we make the positivity assumption that Pro(0 < go(1|W) < 1) so that ¥(F)
is well-defined. Let

Q(P)(Av W) £ EP[Y|A7 W]>
Qu(P)(W) £ Q(P)(L, W) = Q(P)(0, ).

We will refer to Q(P) as the blip function for the distribution P. We will denote to the
above quantities applied to Py as Qg and Qy 0, respectively. We will often omit the reliance
on P altogether when there is only one distribution P under consideration: Q(A, W) and
Qu(W). We also let Uy(P) = EpQ(d(W), W) denote the value of the rule d. Under causal
assumptions, W,(P) is equal to the counterfactual mean outcome if, possibly contrary to fact,
the rule d were implemented in the population (Pearl, 2009). As the focus of this manuscript
is statistical in nature, all of the results we present will hold regardless of the validity of the
causal assumptions.

The objectives of Chapters 2 through 4 can now be formulated using this notation. In
Chapter 2, we wish to develop confidence intervals for the optimal value, defined as

Maximize W4(P) over all d: W — {0, 1}.

In Chapter 3, we wish to develop confidence intervals for the optimal resource-constrained
value, defined as

Maximize W,(P) subject to Ep, [d(V)] < k&,

where k € (0,1) is a resource constraint representing the restriction on the proportion of
the population able to receive treatment. The definition of ¥, is modified very slightly in
Chapter 3 to allow d to be a stochastic rule — we refer the reader to that chapter for further
details, though we note that in most cases the maximal value over stochastic rules satisfying
the constraint is the same as the maximal value over deterministic rules in the above. In
Chapter 4, we wish to test

Ho : Qpo(W) = f(W) almost surely

for a given fixed function f : W — R against the complementary alternative. From a
confidence set perspective, Chapter 4 aims to develop a set of functions CS,, such that

Pry (Quo € CSy) = 1—

for a user-defined confidence level 1 — a.



Chapter 2

Inference for the Optimal Value

2.1 Introduction

In this chapter, we develop root-n rate inference for the optimal value under reasonable con-
ditions. Our approach avoids any sort of truncation, and does not require that the estimate
of the optimal rule converge to a fixed quantity as the sample size grows. We show that
our estimator minus the truth, properly standardized, converges to a standard normal lim-
iting distribution. This allows for the straightforward construction of asymptotically valid
CIs for the optimal value. Neither the estimator nor the inference rely on a complicated
tuning parameter. We give conditions under which our estimator is asymptotically efficient
among all regular and asymptotically linear (RAL) estimators when the optimal value pa-
rameter is pathwise differentiable, similar to those we presented in van der Laan and Luedtke
(2014a). However, they do not require that one knows that the optimal value parameter is
pathwise differentiable from the outset. Implementing the procedure only requires a minor
modification to a typical one-step estimator.

We believe the value of the unknown optimal rule is an interesting target of inference
because the treatment strategy learned from the given data set is likely to be improved
upon as clinicians gain more knowledge, with the treatment strategy given in the popula-
tion eventually approximating the optimal rule. Additionally, the optimal rule represents an
upper bound on what can be hoped for when a treatment is introduced. Nonetheless, as we
and others have argued in the references above, the value of the estimated rule is also an
interesting target of inference (Chakraborty et al., 2014; Laber et al., 2014a; van der Laan
and Luedtke, 2014b,a). Thus, although our focus is on estimating the optimal value, the
confidence interval presented in this chapter provides proper coverage for the data adaptive
parameter which gives the value of the rule estimated from the entire data set under reason-
able conditions. We omit these conditions here for brevity, but they can be found in Luedtke
and van der Laan (2016).

As in the rest of this dissertation, we focus on the single time point setting in this
chapter. We refer the reader to the appendix of the full published paper for the extension
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to the multiple time point setting Luedtke and van der Laan (2016).

We now give a brief outline of the chapter. Section 2.2 formulates the statistical problem
of interest. Section 2.3 gives necessary and sufficient conditions for the pathwise differen-
tiability of the optimal value. Section 2.4 outlines the challenge of obtaining inference at
exceptional laws and gives a thought experiment that motivates our procedure for estimating
the optimal value. Section 2.5 presents an estimator for the optimal value. This estimator
represents a slight modification to a recently presented online one-step estimator for pathwise
differentiable parameters. Section 2.6 discusses computationally efficient implementations of
our proposed procedure. Section 2.7 discusses each condition of the key result presented in
Section 2.5. Section 2.8 describes our simulations. Section 2.9 gives our simulation results.
Section 2.10 closes with a summary and some directions for future work.

All proofs can be found in Section 2.11.

2.2 Problem formulation
Let ¥ : M — R be defined by W(P) £ U yp)(P), where
d(P) £ argmax,EpEp(Y|A = d(W), W)

is an optimal treatment rule under P. We will resolve the ambiguity in the definition of d
when the argmax is not unique later in this section. We can identify d(P) with a causally
optimal rule under causal assumptions Pearl (2009). As the focus of this chapter is statistical
in nature, all of the results will hold when estimating the parameter W(P,) whether or not
the causal assumptions needed for identifiability hold.
Consider the efficient influence curve of ¥, at P:
_ (A =dW))

D(d, P)(0) = W(Y — QA W) + Q(A(W), W) — Wy(P).

Let B(P) £ {w : Qy(w) = 0}. We will refer to B(F,) as By. An exceptional law is defined as
a distribution P for which Prp(IW € B(P)) > 0 (Robins, 2004). We note that the ambiguity
in the definition of d(P) occurs precisely on the set B(P). In particular, d(P) must almost
surely agree with some rule in the class

{w > I(Qy(w) > 0)I(w & B(P)) + b(w)I(w € B(P)) : b}, (2.1)

where b : W — {0, 1} is some function. Consider now the following uniquely defined optimal
rule:

d“(P)(W) 2 I(Qy(W) > 0).

We will let dy = d*(F). We have W(P) = U4 (py(P), but now d*(P) is uniquely defined for
all W. More generally, d*(P) represents a uniquely defined optimal rule. Other formulations
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of the optimal rule can be obtained by changing the behavior of the rule By. Our goal is
to construct root-n rate Cls for (/) that maintain nominal coverage, even at exceptional
laws. At non-exceptional laws we would like these ClIs to belong to and be asymptotically
efficient among the class of regular asymptotially linear (RAL) estimators.

2.3 Conditions for pathwise differentiability of the
optimal value parameter

In this section we give a necessary and sufficient condition for the pathwise differentiability of
the optimal value parameter W. When it exists, the pathwise derivative in a nonparametric
model can be written as an inner product between an almost surely unique mean zero, square
integrable function known as the canonical gradient and a score function. The canonical
gradient is a key object in nonparametric statistics. We remind the reader that an estimator
P is asymptotically linear for a parameter mapping ® at F, with influence curve 1Cj if

H(P) — 0(R) = -3 1CH(0) +on (o)

where Ey[IC(0)] = 0. The pathwise derivative is important because, when ® is pathwise
differentiable in a nonparametric model, any regular estimator ® is asymptotically linear
with influence curve ICy(0;) if and only if ICj is the canonical gradient (Bickel et al., 1993).
We discuss negative results for non-pathwise differentiable parameters and formally define
“regular estimator” later in this section.

The pathwise derivative of U at P, can be defined as follows. Define paths {P. : ¢ €
R} € M that go through Py at e =0, i.e. P.—g = Fp. In particular, these paths are given by

CZCQV[/76 = (1 —|— ESw(W))deo,
where Eo[Sw(W)] =0 and sup |Sw (w)| < oo;

dQy (YA, W) = (1 + Sy (Y[A, W))dQy,o(Y]A, W),
where Ey[Sy|A, W] =0 and sup |Sy (y|a,w)| < oo. (2.2)
w,a,y
Above Qw,p and @y are respectively the marginal distribution of W and the conditional
distribution of Y given A, W under Fy. The parameter ¥ is not sensitive to fluctuations of
go(alw) = Pry(alw), and thus we do not need to fluctuate this portion of the likelihood. The
parameter W is called pathwise differentiable at Fy if

d

— (P,
T V()
for some P mean zero, square integrable function D*(F,) with Ey[D*(Fp)(O)|A, W] almost
surely equal to Eo[D*(Py)(O)|W]. We refer the reader to Bickel et al. (1993) for a more
general exposition of pathwise differentiability.

ﬂ:/DW@@@MM+&MNMWW%@
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In van der Laan and Luedtke (2014b), we showed that ¥ is pathwise differentiable at
P, with canonical gradient D(dj, Fy) if Py is a non-exceptional law, i.e. Pro(W & By) = 1.
Exceptional laws were shown to present problems for estimation of optimal rules indexed
by a finite dimensional parameter by Robins (2004), and it was observed by Robins and
Rotnitzky (2014) that these laws can also cause problems for unrestricted optimal rules.
Here we show that mean outcome under the optimal rule is pathwise differentiable under a
slightly more general condition than requiring a non-exceptional law, namely that

Pry {wEW:w¢30 or max o;(a,w) :0} =1, (2.3)

ac{0,1

where oy(a, w) = y/Varp, (Y|A = a, W = w). The upcoming theorem also gives the converse
result, i.e. the mean outcome under the optimal rule is not pathwise differentiable if the
above condition does not hold.

Theorem 1. Assume Pro(0 < go(1|W) < 1) =1, Pro(|Y| < M) = 1 for some M < oo,
and Varp, (D(d§, Py)(0O)) < co. The parameter V(Fy) is pathwise differentiable if and only
if (2.8) holds. If U is pathwise differentiable at Py, then ¥ has canonical gradient D(d§, Py)
at Po.

In the proof of the theorem we construct fluctuations Sy, and Sy such that

o YP) — W(R) WP (R

€10 € €l0 €

(2.4)

when (2.3) does not hold. It then follows that W(F) is not pathwise differentiable. The left-
and right-hand sides above are referred to as one-sided directional derivatives by Hirano and
Porter (2012).

This condition for the mean outcome differs slightly from that implied for unrestricted
rules in Robins and Rotnitzky (2014) in that we still have pathwise differentiability when the
pr is zero in some strata but the conditional variance of the outcome given covariates and
treatment is also zero in all of those strata. This makes sense, given that in this case the blip
function could be estimated perfectly in such strata in any finite sample with treated and
untreated individuals observed in those strata. Though we do not expect this difference to
matter for most data generating distributions encountered in practice, there are cases where
it may be relevant. For example, if no one in a certain stratum is susceptible to a disease
regardless of treatment status, and researchers are unaware of this a priori so that simply
excluding this stratum from the target population is not an option, then the treatment effect
and conditional variance are both zero in this stratum.

In general, however, we expect that the mean outcome under the optimal rule will not be
pathwise differentiable under exceptional laws encountered in practice. For this reason, we
often refer to “exceptional laws” rather than “laws which do not satisfy (2.3)”. We do this
because the term “exceptional law” is well-established in the literature, and also because we
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believe that there is likely little distinction between “exceptional law” and “laws which do
not satisfy (2.3)” for many problems of interest.

For the definitions of regularity and local unbiasedness we let P. be as in (2.2), with
go also fluctuated. That is, we let dP. = dQy,. X gc X dQw,., where g.(AW) = (1 +
eSA(AW))go(AIW) with Eo[Sa(A[W)|W] = 0 and sup,,, [Sa(alw)| < co. The estimator
® of ®(Fy) is called regular if the asymptotic distribution of /n(®(P,) — ®(F)) is not

sensitive to small fluctuations in Fy. That is, the limiting distribution of /n(®(P, —1,/m) —
®(P.—1/m)) does not depend on Sy, Sa, or Sy, where P, ., s is the empirical distribution

O, ...,Oy drawn i.i.d. from P._,, /. The estimator @ is called locally unbiased if the limiting
distribution of /n(®(P, /vn) — ®(P—1/=)) has mean zero for all fluctuations Sy, Sa,

and Sy, and is called asymptotically unbiased (at Py) if the bias of ®(P,) for the parameter
®(Py) is op, (n"1?) at P.

The non-regularity of a statistical inference problem does not typically imply the nonex-
istence of asymptotically unbiased estimators (see Example 4 of Liu and Brown, 1993 and
the discussion thereof in Chen, 2004), but rather the nonexistence of locally asymptotically
unbiased estimators whenever (2.4) holds for some fluctuation (Hirano and Porter, 2012). It
is thus not surprising that we are able to find an estimator that is asymptotically unbiased at
a fixed (possibly exceptional) law under mild assumptions. Hirano and Porter also show that
there does not exist a regular estimator of the optimal value at any law for which (2.4) holds
for some fluctuation. That is, no regular estimators of W(Fy) exist at laws which satisfy the
conditions of Theorem 1 but do not satisfy (2.3), i.e. one must accept the non-regularity of
their estimator when the data is generated from such a law. Note that this does not rule out
the development of locally consistent confidence bounds similar to those presented by Laber
and Murphy (2011) and Laber et al. (2014b), though such approaches can be conservative
when the estimation problem is non-regular.

In this chapter we present an estimator W for which T',,/n(¥(P,) — ¥(P,)) converges in
distribution to a standard normal distribution for a random standardization term I',, under
reasonable conditions. Our estimator does not require any complicated tuning parameters,
and thus allows one to easily develop root-n rate ClIs for the optimal value. We show that
our estimator is RAL and efficient at laws which satisfy (2.3) under conditions.

2.4 Inference at exceptional laws

The challenge

Before presenting our estimator, we discuss the challenge of estimating the optimal value
at exceptional laws. Suppose d,, is an estimate of dj and ¥y, (P,) is an estimate of V(7))
relying on the full data set. In van der Laan and Luedtke (2014a) we presented a targeted
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minimum loss-based estimator (TMLE) W, (P,) which satisfies

Uy, (P,) — W(Py)) = (P, — Py)D(d,, P*) + }I’dn(Po) — \IJ<PO)/ +op, (nY?),

-~

opy(n~1/2) under conditions

where we use the notation Pf = Ep[f(O)] for any distribution P and the second op,(n~'/?)
term is a remainder from a first-order expansion of ¥. The term Wy (Py) — ¥(FP,) being
op,(n/?) relies on the optimal rule being estimated well in terms of value and will often
prove to be a reasonable condition, even at exceptional laws (see Theorem 5 in Section 2.7).
Here Pr is an estimate of the components of Py needed to estimate D(d,, Py). To show
asymptotic linearity, one might try to replace D(d,, P}) with a term that does not rely on
the sample:

(.

(Pn_PO)D(dn’P;) :(PH_PO)D( S>P0)+(Pn_P0)(D(dnaP7;k)_D( S»PO)Z'

empirical process

If D(d,, P?) belongs to a Donsker class and converges to D(dj, Py) in L?(P), then the
empirical process term is op, (n=/2) and /n(V, (P,) — U(F,)) converges in distribution to
a normal random variable with mean zero and variance Varp, (D(dj, P)) (van der Vaart
and Wellner, 1996). Note that D(d,, P}) being consistent for D(dg, Py) will typically rely
on d, being consistent for the fixed dj in L*(F), which we emphasize is not implied by
Uy, (Py) — U (Py) = op,(n~%/?). Zhang et al. (2012b) make this assumption in the regularity
conditions in their Web Appendix A when they consider an analogous empirical process term
in deriving the standard error of an estimate of the optimal value in a restricted class. More
specifically, Zhang et al. assume a non-exceptional law and consistent estimation of a fixed
optimal rule. Van der Laan and Luedtke (2014a) also make such an assumption. If P, is
an exceptional law, then we likely do not expect d,, to be consistent for any fixed (non-data
dependent) function. Rather, we expect d,, to fluctuate randomly on the set By, even as the
sample size grows to infinity. In this case the empirical process term considered above is not
expected to behave as op, (n~/2).

Accepting that our estimates of the optimal rule may not stabilize as sample size grows,
we consider an estimation strategy that allows d,, to remain random even as n — oo.

A thought experiment

First we give an erroneous estimation strategy which contains the main idea of the approach
but is not correct in its current form. A modification is given in the next section. For
simplicity, we will assume that one knows v, = Varp, (D(d,, P,)) given an estimate d,, and,
for simplicity, that v, is almost surely bounded away from zero. Under reasonable conditions,

0,2 (0, (P) = W(R)) = (P = Po)vy, "2D(dy, P}) + op, (n”"/2).
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The empirical process on the right is difficult to handle because d,, and v, are random
quantities that likely will not stabilize to a fixed limit at exceptional laws.

As a thought experiment, suppose that we could treat {v, Y 2D(oln, P¥) :n} as a deter-
ministic sequence, where this sequence does not necessarily stabilize as sample size grows.
In this case the Lindeberg-Feller central limit theorem (CLT) for triangular arrays (see, e.g.,
Athreya and Lahiri, 2006) would allow us to show that the leading term on the right-hand
side converges to a standard normal random variable. This result relies on inverse weighting
by /v, so the variance of the terms in the sequence stabilizes to one as sample size gets
large.

Of course we cannot treat these random quantities as deterministic. In the next section
we will use the general trick of inverse weighting by the standard deviation of the terms
over which we are taking an empirical mean, but we will account for the dependence of the
estimated rule d,, on the data by inducing a martingale structure that allows us to treat
a sequence of estimates of the optimal rule as known (conditional on the past). We can
then apply a martingale CLT for triangular arrays to obtain a limiting distribution for our
estimator.

2.5 Estimation of and inference for the optimal value

In this section we present a modified one-step estimator U of the optimal value. This esti-
mator relies on estimates of the treatment mechanism gy, the stratum-specific outcome Qo,
and the optimal rule dfj. We first present our estimator, and then present an asymptotically
valid two-sided CI for the optimal value under conditions. Next we give conditions under
which our estimator is RAL and efficient, and finally we present a (potentially conservative)
asymptotically valid one-sided CI which lower bounds the mean outcome under the unknown
optimal treatment rule. The one-sided CI uses the same lower bound from the two-sided
CI, but does not require a condition about the rate at which the value of the optimal rule
converges to the optimal value, or even that the value of the estimated rule is consistent for
the optimal value.

The estimators in this section can be extended to a martingale-based TMLE for W (F,).
Because the primary purpose of this chapter is to deal with inference at exceptional laws, we
will only present an online one-step estimator and leave the presentation of such a TMLE
to future work.

Estimator of the optimal value

In this section we present our estimator of the optimal value. Our procedure first estimates
the needed features go, Qo, and dj; of the likelihood based on a small chunk of data, and
then evaluates a one-step estimator with these nuisance function values on the next chunk
of the data. It then estimates the features on the first two chunks of data, and evaluates
the one-step estimator on the next chunk of data. This procedure iterates until we have
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a sequence of estimates of the optimal value. We then output a weighted average of these
chunk-specific estimates as our final estimate of the optimal value. While the first chunk
needs to be large enough to estimate the desired nuisance parameters, i.e. large enough to
estimate the features, all subsequent chunks can be of arbitrary size (as small as a single

observation).
We now formally describe our procedure. Define
o Ia=dw) . 4 .
D(d,Q,g)(0) & ———2(Y — Q(a,w)) + Q(d(w),w).
(6.Q.9)(0) & ZEZ Y — Qlaw) + Qla(w) )

Let {¢,} be some sequence of nonnegative integers representing the smallest sample on which
the optimal rule is learned. For each j = 1,...,n, let P, ; represent the empirical distribution
of the observations (Oy, Oy, ..., 0;). Let g, j, Qn;, and d, ; respectively represent estimates
of the gy, Qo, and d based on (some subset of) the observations (O, ..., 0;_1) for all j > £,,.
We subscript each of these estimates by both n and j because the subsets on which these
estimates are obtained may depend on sample size. We give an example of a situation where
this would be desirable in Section 2.6.
Define

52 g 2 Varp, (Dldug, Qus 9n5)(0)| 01, 0501 )

Let 6%’ ; represent an estimate of 68%3- based on (some subset of) the observations O; through
O;_1. Note that we omit the dependence of 7, ; and 6o, ; on d, ;, @,;, and g, ; in the
notation. Our results apply to any sequence of estimates 6,217 ; which satisfies Conditions C1)

through C5), which are stated later in this section. Also define

n

e — 3wl

Our estimate W(P,) of W(Py) is given by

- 1 . " ~;1,[)n (O,
U(P,) &1, > 6,1Da;(05) = 2=t 41 90, Pni(05) (25)

n n ~_1 3
" =41 Zj:ﬁnﬂ Tn,j

where f)w = f)(dn,j, Qn,j, gnj). We note that the I',;' standardization is used to account
for the term-wise inverse weighting so that W(P,) estimates W(Py) = Eo[D(d5, Qo, go)]. The
above looks a lot like a standard augmented inverse probability weighted (AIPW) estimator,
but with djj estimated on chunks of data increasing in size and with each term in the sum
given weight proportional to an estimate of the conditional variance of that term. Our
estimator constitutes a minor modification of the online one-step estimator presented in
van der Laan and Lendle (2014). In particular, each term in the sum is inverse weighted
by an estimate of the standard deviation of Dn,j- For ease of reference we will refer to the
estimator above as an online one-step estimator.
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This estimation scheme differs from sample split estimation, where features are estimated
on half of the data and then a one-step estimator is evaluated on the remaining half of the
data. While one can show that such estimators achieve valid coverage using Wald-type Cls,
these CIs will generally be approximately v/2 times larger than the Cls of our proposed
procedure (see the next section) because the one-step estimator is only applied to half of the
data. Alternatively, one could try averaging two such estimators, where the training and the
one-step sample are swapped between the two estimators. Such a procedure will fail to yield
valid Wald-type CIs due to the non-regularity of the inference problem: one cannot replace
the optimal rule estimates with their limits because such limits will not generally exist, and
thus the estimator averages over terms with a complicated dependence structure.

Two-sided confidence interval for the optimal value

Define the remainder terms

A ~ o(dn,;(W)|W)
R =2 —1 ¢ 2 "nvﬂ‘Eﬂ[(l - gi,j(dn,j(vv)ywﬁ

" i=lp+1

% (Qusdng (W), W) = Qoldus (W), W) |
a1 Vg, (R) - U(R)

n—=~¢ On.i
" jzzn“l‘l d

R2n

The upcoming theorem relies on the following assumptions:
C1) n — ¢, diverges to infinity as n diverges to infinity.

C2) Lindeberg-like condition: for all € > 0,

where T,, ;(O) & I (M > ey/n — €n>.

On,j

=2

Cc3) -3 %03 converges to 1 in probability.

n_zn jién-‘rl 5‘31]

C4) Ry, = op,(n1/2).
C5) Ry, = op,(n"1/2).

The assumptions are discussed in Section 2.7. We note that all of our results also hold with
Ry, and Ry, behaving as op,(1/v/n — £,,), though we do not expect this observation to be of
use in practice as we recommend choosing ¢,, so that n — ¢,, increases at the same rate as n.
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Theorem 2. Under Conditions C1) through C5), we have that

T,\/n ( P0)> ~ N(0,1),

where we use “~7 to denote convergence in distribution as the sample size converges to
infinity. It follows that an asymptotically valid 1 — o CI for W(Fy) is given by

R -1
U(P,) + 21_q/p—m—,
() 1-a/2 n—4a,

where z1_q/9 denotes the 1 — a/2 quantile of a standard normal random variable.

We have shown that, under very general conditions, the above CI yields an asymptotically
valid 1 — v CI for W(Fy). We refer the reader to Section 2.7 for a detailed discussion of the
conditions of the theorem. We note that our estimator is asymptotically unbiased, i.e. has
bias of the order op,(n~'/2), provided that I, = Op,(1) and n — £, grows at the same rate
as n.

Interested readers can consult the proof of Theorem 2 in Section 2.11 for a better under-
standing of why we proposed the particular estimator given in Section 2.5.

Conditions for asymptotic efficiency

We will now show that, if Fy is a non-exceptional law and d,, ; has a fixed optimal rule limit
do, then our online estimator is RAL for ¥(F,). The upcoming corollary makes use of the
following consistency conditions for some fixed rule dy which falls in the class of optimal
rules given in (2.1):

n

1

— > By [(dng(W) = do(W))?| Or, ..., Oj21] = op,(1) (2.6)
”jfﬁmtl

| (Quildo(W), W) = Qo(do(W), W))*| O, Opa | =0 (1) (2)
™ j=ln+1

n_1€ > Eo [(gni(do(W)W) = go(do(W)[W))*| Or, ..., O5-1] = op, (1) (2.8)
" =41

It also makes use of the following conditions, which are, respectively, slightly stronger than
Conditions C1) and C3):

C1’) £, = o(n).

CB’) n—lﬁn Z;L:en“rl

UOn]

S 1‘ — 0 in probability.
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Corollary 1. Suppose that Conditions C1°), C2), C3’), C4), and C5) hold. Also suppose
that Pro(6 < go(1|W) < 1—=9) =1 for some § > 0, the estimates g, ; are bounded away from
zero with probability 1, Y 1s bounded, the estimates Qw- are uniformly bounded, £, = o(n),
and that, for some fized optimal rule dy, (2.6), (2.7), and (2.8) hold. Finally, assume that
Varp, (D(do, Qo, 90)) > 0 and that, for some 5y > 0, we have that

Prg (inf &72173' > (50) =1,

]7n

where the infimum is over natural number pairs (j,n) for which ¢, < j < n. Then we have
that

I — Varp, (D(dy, Qo, go)) in probability as n — oo. (2.9)
Additionally,
. 1 <&
W(Pn) = W(Ro) = — > D(do, Py) + op,(1/V/n). (2.10)
i=1

That is, ‘ii(Pn) is asymptotically linear with influence curve D(do, Py). Under the condi-
tions of this corollary, it follows that Py satisfies (2.3) if and only if V(P,) is RAL and
asymptotically efficient among all such RAL estimators.

We note that (2.9) combined with C1’) implies that the CI given in Theorem 2 asymp-
totically has the same width (up to an op,(n~'/2) term) as the CI which treats (2.10) and
D(dy, Py) as known and establishes a typical Wald-type CI about \if(Pn)

The empirical averages over j in (2.6), (2.7), and (2.8) can easily be dealt with using
Lemma 1, presented in Section 2.7. Essentially we have required that d,, ;, Qn,j, and gy ;
are consistent for dy, Qp, and gy as n and j get large, where d; is some fixed optimal rule.
One would expect such a fixed limiting rule dy to exist at a non-exceptional law for which
the optimal rule is (almost surely) unique. If gy is known then we do not need @, ; to be
consistent for Q) to get asymptotic linearity, but rather that Qn,j converges to some possibly
misspecified fixed limit Q.

Lower bound for the optimal value

It would likely be useful to have a conservative lower bound on the optimal value in practice.
If policymakers were to implement an optimal individualized treatment rule whenever the
overall benefit is greater than some fixed threshold, i.e. W(F)) > v for some fixed v, then
a one-sided CI for W(F) would help facilitate the decision to implement an individualized
treatment strategy in the population.

The upcoming theorem shows that the lower bound from the 1—2« CI yields a (potentially
conservative) asymptotic 1 — « CI for the optimal value. If df is estimated well in the sense
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of Condition C5), then the asymptotic coverage is exact. Define

AT r!
LBH(OC) = \D(Pn) - Zlfaﬁ.

Theorem 3. Under Conditions C1) through C4), we have that

lim inf Pro (¥(FPy) > LB,(a)) > 1 — a.

n—oo

If Condition C5) also holds, then

nh_}r{)lo Pro (V(Fy) > LB,(a)) =1 —«a.

The above condition should not be surprising, as we base our CI for W(Fy) on a weighted
combination of estimates of Wy, (Fp) for j < n. Because W(Fy) > Wy, (/) for all such j,
we would expect that the lower bound of the 1 —a CI given in the previous section provides
a valid 1 — «/2 one-sided CI for U(F;). Indeed this is precisely what we see in the proof of
the above theorem.

2.6 Computationally efficient estimation schemes

Computing \TJ(Pn) may initially seem computationally demanding. In this section we discuss
two estimation schemes which yield computationally simple routines.

Computing the features on large chunks of the data

One can compute the estimates of Qq, go, and d far fewer than n — ¢, times. For each j,
the estimates @, j, gnj, and d,; may rely on any subset of the observations Oy, ..., 0;_1.
Thus one can compute these estimators on S increasing subsets of the data, where the first
subset consists of observations Oy, ..., Oy, and each of the S — 1 remaining samples adds a
1/S proportion of the remaining n — ¢,, observations. Note that this scheme makes use of
the fact that, for fixed j, the feature estimates, indexed by n and j, e.g. d, ;, may rely on
different subsets of observations Oy, ..., O;_; for different sample sizes n.

Online learning of the optimal value

Our estimator was inspired by online estimators which can operate on large data sets that
will not fit into memory. These estimators use online prediction and regression algorithms
which update the intial fit based on previously observed estimates using new observations
as they are read into memory. Online estimators of pathwise differentiable parameters were
introduced in van der Laan and Lendle (2014). Such estimation procedures often require
estimates of features of the likelihood, which can be obtained using modern online regression
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and classification approaches (see, e.g., Zhang, 2004; Langford et al., 2009; Luts et al., 2014).
Our estimator constitutes a slight modification of the one-step online estimator presented by
van der Laan and Lendle (2014), and thus all discussion of computational efficiency given in
that chapter applies to our case.

For our estimator, one could use online estimators of Qq, go, and dj, and then update
these estimators as the index j in the sum in (2.5) increases. Calculating the standard error
estimate o, ; will typically require access to an increasing subset of the past observations,
i.e. as sample size grows one may need to hold a growing number of observations in memory.
If one uses a sample standard deviation to estimate ¢y, ; based on subset of observations
O1, ..., 0j_1, the results we present in Section 2.7 will indicate that one really only needs that
the number of points on which 7y, ; is estimated grows with j rather than at the same rate
as j. This suggest that, if computation time or system memory is a concern for calculating
Gn,j, then one could calculate &, ; based on some o(j) subset of observations Oy, ..., O;_;.

2.7 Discussion of the conditions of Theorem 2

For ease of notation we will assume that, for all ;7 > ¢,,, we do not modify our feature estimates
based on the first j —1 data points as the sample size grows. That is, for all sample sizes m,n
and all j < min{m,n}, dn; = dmj, Qn; = Qm.js Gnj = Gm.j, and G, ; = 7, j. One can easily
extend all of the discussion in this section to a more general case where, e.g., d,, ; # d, ; for
n # m. This may be useful if the optimal rule is estimated in chunks of increasing size as
was discussed in Section 2.6. To make these object’s lack of dependence on n clear, in this
section we will denote d,, ;, anj, Gn.js Onj, and G, ; as d;, Qj, gj, 0j and 7y ;. This will also
help make it clear when op, notation refers to behavior as j, rather than n, goes to infinity.
For our discussion we assume there exists a (possibly unknown) dy > 0 such that

Pro ( inf 65, > 8 | =1 2.11
0 (jlfen %05 = 0) ’ (2.11)
where the probability statement is over the i.i.d. draws O7,O,,... . The above condition is

not necessary, but will make our discussion of the conditions more straightforward.

Discussion of Condition C1)

We cannot apply the martingale CLT in the proof of Theorem 2 if n — ¢, does not grow
with sample size. Essentially this condition requires that a non-negligible proportion of the
data is used to actually estimate the mean outcome under the optimal rule. One option is
to have n — £, grow at the same rate as n grows, which holds if e.g. £,, = pn for some fixed
proportion p of the data. This allows our CIs to shrink at a root-n rate. One might prefer
to have ¢, = o(n) so that % converges to 1 as sample size grows. In this case we can
show that our estimator is asymptotically linear and efficient at non-exceptional laws under
conditions, as we did in Corollary 1.
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Discussion of Condition C2)

This is a standard condition that yields a martingale CLT for triangular arrays (Gaenssler
et al., 1978). The condition ensures that the variables which are being averaged have suffi-
ciently thin tails. While it is worth stating the condition in general, it is easy to verify that
the condition is implied by the following three more straightforward conditions:

e (2.11) holds.
e Y is a bounded random variable.

e There exists some 6 > 0 such that Pro(d < ¢;(1|W) < 1 —4) = 1 with probability 1
for all j.

Indeed, under the latter two conditions |D,,;(O)| < C is almost surely bounded for some
C' > 0, and thus (2.11) yields that |Dn,j(0)6;,}.| < 06, < oo with probability 1. For
all € > 0, ey/n — £, > C&;" for all n large enough under Condition C1). Thus T),; from
Condition C2) is equal to zero with probability 1 for all n large enough.

Discussion of Condition C3)

This is a rather weak condition given that o ; still treats d; as random. Thus this condition
does not require that d; stabilizes as j gets large. Suppose that

~§ — 5—37], = op, (1) (2.12)

By (2.11) and the continuous mapping theorem, it follows that
_’_]_ :OPO(l)’ (213)

The following general lemma will be useful in establishing Conditions C3), C4), and C5).

Lemma 1. Suppose that R; is some sequence of (finite) real-valued random variables such
that R; = op,(j~°) for some 3 € [0,1), where we assume that each R; is measurable with
respect to the sigma-algebra generated by (O, ...,0;). Then,

1 n
ﬁ ZR] = 0p, (n_ﬁ).
j=1

Applying the above lemma with § = 0 to (2.13) shows that Condition C3) holds provided
that (2.11) and (2.12) hold. We will use the above lemma with 8 = 1/2 when discussing
Conditions C4) and C5).
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It remains to show that we can construct a sequence of estimators such that (2.12) holds.
Suppose we estimate 3 ; with

. . 2
i 1 L 1 &= -
=1 1=1

where {§;} is a sequence that may rely on j and each D, ; = D; for all n > j. We use §;
to ensure that 6]-_2 is well-defined (and finite) for all j. If a lower bound dy on &g,j is known
then one can take d; = Jp for all j. Otherwise one can let {¢;} be some sequence such that
0; L 0 as j — oo.

Note that 512, is an empirical process because it involves sums over observations O; through
Oj;_1, and functions [?j which were estimated on those same observations. The following
theorem gives sufficient conditions for (2.12), and thus Condition C3), to hold.

Theorem 4. Suppose (2.11) holds and that {D(d, Q,9) :d, Q,g} is a Py Glivenko-Cantelli

(GC) class with an integrable envelope function, where d, Q, and g are allowed to vary over
the range of the estimators of dj, v, and go. Let 632 be defined as in (2.14). Then we have
that 67 — &5 ; = op,(1). It follows that (2.13) and Condition C3) are satisfied.

We thus only make the very mild assumption that our estimators of di, Qo, and go belong
to GC classes. Note that this assumption is much milder than the typical Donsker condition
needed when attempting to establish the asymptotic normality of a (non-online) one-step
estimator. An easy sufficient condition for a class to have a finite envelope function is that
it is uniformly bounded, which occurs if the conditions discussed in Section 2.7 hold.

Discussion of Condition C4)

This condition is a weighted version of the typical double robust remainder appearing in the
analysis of the AIPW estimator. Suppose that

(. — 0 . = op —1/2 ‘ ‘
gj(dj(W)|W)) (Qs(d; (W), W) = Qold; (W), W) 0 (5777) (2.15)

If go is known (as in an RCT without missingness) and one takes each g; = go then the above
ceases to be a condition as the left-hand side is always zero. We note that the only condition
on Q; appears in Condition C4), so that if Ry, = 0 as in an RCT without missingness
then we do not require that Qj stabilizes as 7 grows. A typical AIPW estimator require
the estimate of Qy to stabilize as sample size grows to get valid inference, but here we have
avoided this condition in the case where gg is known by using the martingale structure and
inverse weighting by the standard error of each term in the definition of ‘i!(Pn)
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More generally, Lemma 1 shows that Condition C4) holds if (2.13) and (2.15) hold and
Pro(0 < ¢;(1|WW) < 1) = 1 with probability 1 for all j. One can apply the Cauchy-Schwarz
inequality and take the maximum over treatment assignments to see that (2.15) holds if

e g (alW) — 90(a|W>||2,P0 ||Qj(a7 W) = Qo(a, W)HQ,PO Cu—=0.1
gi(alW) o

is op, (j7Y/2). If go is not known, the above shows that then (2.15) holds if gy and @, are
estimated well.

Discussion of Condition C5)

This condition requires that we can estimate df well as sample size gets large. We now give
a theorem which will help us to establish Condition C5) under reasonable conditions. The
theorem assumes the following margin assumption: for some a > 0,

Pro(0 < |Quo(W)| < t) St V>0, (2.16)

where “<” denotes less than or equal to up to a nonnegative constant. This assumption
is a direct restatement of Assumption (MA) from Audibert and Tsybakov (2007) and was
considered earlier by Tsybakov (2004). Note that this theorem is similar in spirit to Lemma 1
in van der Laan and Luedtke (2014a), but relies on weaker, and we believe more interpretable,
assumptions.

Theorem 5. Suppose (2.16) holds for some a > 0 and that we have an estimate Qb of
Qv based on a sample of size n. If ||Qb,n — vaOHQPO = op,(1), then

9 A 2(1+a)/(2+a
(W, (Po) — Was (Po)| < || Qo — Qb@”z(pj )/ (2+ ),
where dy s the function w = I(Qy(w) > 0). If [|Qun = @uol. p, = 0r, (1), then

|Wa, (Fo) — Was (Fo)]
< [|@sn = @noll o, Pro (0 < [@e0(M)] < @ — @ull, )
S Qo — Qoo

o0,Pp *

The above theorem thus shows that W, (Fy) — Vg (Py) = op,(j7/?) the distribution
of |Qpo(W)| and our estimates of ()¢ satisfy reasonable conditions. If additionally & ; is
estimated well in the sense of (2.13), then an application of Lemma 1 shows that Condition
C5) is satisfied.

The first part of the proof of Theorem 5 is essentially a restatement of Lemma 5.2 in
Audibert and Tsybakov (2007). Figure 2.1 shows various densities which satisfy (2.16) at
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o
1
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Magnitude of Blip Function, |Qp o(W)|

Figure 2.1: Examples of three densities of |Qy0(W)| whose corresponding cumulative distri-
bution functions satisfy (2.16). If the rate of convergence of Qb,n — Qb@ to zero in L?(P,)
or L*(F,) attains the rates indicated above indicated above, then Condition C5) will be
satisfied for the plug-in optimal rule estimate considered in Theorem 5.

different values of «, and also the slowest rate of convergence for the blip function estimates
for which Theorem 5 implies Condition C5). As illustrated in the figure, o > 1 implies that
pro(t) = 0 as t — 0. Given that we are interested in laws where Pro(Qy (W) = 0) > 0, it is
unclear how likely we are to have that a > 1 when W contains only continuous covariates.
One might, however, believe that the density is bounded near zero so that (2.16) is satisfied
at a = 1.

If HQM - Q@OHOO’ R = op,(1) then the above theorem indicates an arbitrarily fast rate
for Wy, (Py) — Vg (Py) when there is a margin around zero, i.e. Pro(0 < |Quo(W)| <t) =0
for some ¢ > 0. In fact, Wy, (Fy) — Wg:(F) = 0 with probability approaching 1 in this case.
Such a margin will exist when W is discrete.

2.8 Simulation methods

We ran four simulations. Simulation D-E is a point treatment case, where the treatment
may rely on a single categorical covariate W. Simulations C-NE and C-E are two different
point treatment simulations where the treatment may rely on a single continuous covariate
W. Simulation C-NE uses a non-exceptional law, while simulation C-E uses an exceptional
law.

Each simulation setting was run over 2000 Monte Carlo draws to evaluate the performance
of our new martingale-based method and a classical (and for exceptional laws incorrect) one-
step estimator with Wald-type Cls. Table 2.1 shows the combinations of sample size (n) and
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Simulation | (n,{,)
D-E (1000, 100), (4000, 100)
C-NE, C-E | (250, 25), (1000, 25), (4000, 100)

Table 2.1: Primary combinations of sample size (n) and initial chunk size (¢,,) considered in
each simulation. Different choices of ¢, were considered for C-NE and C-E to explore the
sensitivity of the estimator to the choice of 4,.

initial chunk size (¢,) considered for each estimator. All simulations were run in R (R Core
Team, 2014).

Simulation D-E: discrete W
Data

This simulation uses a discrete baseline covariate W with four levels, a dichotomous treat-
ment A, and a binary outcome Y. The data is generated by drawing i.i.d. samples from the
distribution with W ~ Uniform{0,1,2,3}, A|W ~ Binomial(0.5 4+ 0.1W), and Y |A, W ~
Binomial (0.4 + 0.2I(A = 1,W = 0)). This is an exceptional law because Qpo(w) = 0 for
w # 0. The optimal value is 0.45.

Estimation methods

For each j = ¢,+1, ..., n, we used the nonparametric maximum likelihood estimator generated
by the first 7 —1 samples to estimate F, and the corresponding plug-in estimators to estimate
all of the needed features of the likelihood, including the optimal rule. We used the sample
standard deviation of D,, ;(O), ..., D, ;(O;_1) to estimate & ;.

Simulations C-NE and C-E: continuous univariate W

Data

This simulation uses a single continuous baseline covariate W ~ Uniform(—1,1) and di-
chotomous treatment A with conditional distribution A|W ~ Binomial(0.5 + 0.1W). We
consider two distributions for the binary outcome Y. The first distribution (C-NE) is a
non-exceptional law with Y|A, W drawn from a binomial distribution with probability of
success Que(A, W), where

W3+ W2—w+ L fA=1land W >0

n-e 3 A ’ o :
o (A,W)—l—oz %W3+W2—%W+2—17, ifA=1and W <0

0, if A=0.
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The optimal value of approximately 0.388 was estimated using 108 Monte Carlo draws.
The second distribution (C-E) is an exceptional law with Y|A, W drawn from a binomial
distribution with probability of success Q5(A, W), where for W £ W + 5/6 we define

5 W3+ W2 W+, fA=land W< —1/2
Qe(AW)—l_Oé —W3 4+ W? - 1W+27, if A=1and W >1/3

0, otherwise.

277

The above distribution is an exceptional law because Q%(1,w) — Q§(0,w) = 0 whenever
w e [—%, %] The optimal value of approximately 0.308 was estimated using 10® Monte
Carlo draws.

Estimation methods

To show the flexibility of our estimation procedure with respect to estimators of the optimal
rule, we estimated the blip functions using a Nadaraya-Watson estimator, where we behave
as though g is unknown when computing the kernel estimate. For the next simulation
setting we use the ensemble learner from Luedtke and van der Laan (2014a) that we suggest
using in practice. Here we estimated

Qh ( ) N Zz 1yzaz (w wz) . Z?:l yi(l _ai)K (%)
bt > iy kS (whwz) > (I—a)K (%) 7

where K (u) _é 3(1 —u?)I(Ju| < 1) is the Epanechnikov kernel and % is the bandwidth.

Computing Q?n for a given bandwidth is the only point in our simulations where we do not
treat go as known. For a candidate blip function estimate (), define the loss

gQOOEa_hul) y — Qola,w)) + Qo(1,w) — Qo(0, w)} - Qb(w)) :

Laya(@)0) = (|

To save computation time we behave as though Qo and gy are known when using the above
loss. We selected the bandwidth H,, using 10-fold cross-validation with the above loss func-
tion to select from the candidates h = (0.01,0.02,...,0.20). We also behave as though Q
and gy are known when estimating each Dnj, SO that the function D, 4 only depends on
01, ...,0;_; through the estimate of the optimal rule. This is mostly for convenience, as it
saves on computation time and our estimate of the optimal rule dj will still not stabilize,
i.e. our optimal value estimators will still encounter the irregularity at exceptional laws.
Note that go is known in an RCT, and subtracting and adding @ in the definition of the
loss function will only serve to stabilize the variance of our cross-validated risk estimate. In
practice one could substitute an estimate of @, and expect similar results. We update our
estimates d,, ; and o, ; using the method discussed in Section 2.6 with S = E"

To explore the sensitivity to the choice of ¢, we also considered (n, () pairs (1000, 100)
and (4000, 400), where these pairs are only considered where explicitly noted. To explore
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the sensitivity of our estimators to permutations of our data, we ran our estimator twice on
each Monte Carlo draw, with the indices of the observations permuted so that the online
estimator sees the data in a different order.

2.9 Simulation results

Online one-step compared to classical one-step

Figure 2.2 shows the coverage attained by the online and classical (non-online) one-step
estimates of the optimal value. The two-sided CIs resulting from the online estimator (nearly)
attains nominal coverage for all simulations considered, whereas the non-online estimator
only (nearly) attains nominal coverage for the non-exceptional law in C-NE. The one-sided
CIs from the online one-step estimator attain proper coverage for all simulation settings.
The one-sided ClIs from the non-online one-step estimates do not (nearly) achieve nominal
coverage in any of the simulations considered because the rule is estimated on the same data
as the optimal value. Thus we expect to need a large sample size for the positive bias of the
non-online one-step to be negligible. In van der Laan and Luedtke (2014a) we avoided this
finite sample positive bias at non-exceptional laws by using a cross-validated TMLE for the
optimal value.

Figure 2.3 displays the squared bias and mean CI length across the 2000 Monte Carlo
draws. The online estimator consistently has lower squared bias across all of our simulations.
The online estimator was negatively biased in all of our simulations, whereas the non-online
estimator was positively biased in all of our simulations. This is not surprising: Theorem 3
already implies that the online estimator will generally be negatively biased in finite samples,
whereas the non-online estimator will generally be positively biased as we have discussed.

2.10 Discussion

We have accomplished two tasks in this chapter. The first was to establish conditions under
which we would expect that regular root-n rate inference is possible for the mean outcome
under the optimal rule. In particular, we completely characterize the pathwise differentia-
bility of the optimal value parameter. This characterization on the whole agrees with that
implied by Robins and Rotnitzky (2014), but differs in a minor fringe case where the condi-
tional variance of the outcome given covariates and treatment is zero. This fringe case may
be relevant if everyone in a stratum of baseline covariates is immune to a disease (regardless
of treatment status) but are still included in the study because experts are unaware of this
immunity a priori. In general, however, the two characterizations agree.

The remainder of our work shows that one can obtain an asymptotically unbiased estimate
of and a CI for the optimal value under reasonable conditions. This estimator uses a slight
modification of the online one-step estimator presented by van der Laan and Lendle (2014).
Under reasonable conditions, this estimator will be asymptotically efficient among all RAL
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Figure 2.2: Coverage of 95% two-sided and one-sided (lower) CIs. The online one-step
estimator achieves near-nominal coverage for all of the two-sided Cls and attains better
than nominal coverage for the one-sided CI. The classical one-step estimator only achieves
near-nominal coverage for C-NE. Error bars indicate 95% Cls to account for Monte Carlo
uncertainty.

estimators of the optimal value at non-exceptional laws in the nonparametric model where
the class of candidate treatment regimes is unrestricted. The main condition for the validity
of our CI is that the value of one’s estimate of the optimal rule converges to the optimal
value at a faster than root-n rate, which we show is often a reasonable assumption. The
lower bound in our CI is valid even if this condition does not hold.

We confirmed the validity of our approach using simulations. Our two-sided Cls attained
near-nominal coverage for all simulation settings considered, while our lower Cls attained
better than nominal coverage (they were conservative) for all simulation settings considered.
Our CIs were of a comparable length to those attained by the non-online one-step estimator.
The non-online one-step estimator only attained near-nominal coverage for the simulation
which used a non-exceptional data generating distribution, as would be predicted by theory.

There is still more work to be done in estimating ClIs for the optimal rule. While we have
shown that the lower bound from our CI maintains nominal coverage under mild conditions,
the upper bound requires the additional assumption that the optimal rule is estimated at
a sufficiently fast rate. We observed in our simulations that the non-online estimate of the
optimal value had positive bias for all settings. This is to be expected if the optimal rule is
chosen to maximize the estimated value, and can easily be explained analytically under mild
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Figure 2.3: Squared bias and 95% two-sided CI lengths for the online and classical one-step
estimators, where the mean is taken across 2000 Monte-Carlo draws. The online estimator
has lower squared bias than the non-online estimator, while its mean CI length is only slightly
longer. Error bars indicate 95% Cls to account for Monte Carlo uncertainty.

assumptions. It may be worth replacing the upper bound UB,, in our CI by something like
max{UB,, ¥, (d,)}, where 1,,(d,) is a non-online one-step estimate or TMLE of the optimal
value. One might expect that the upper bound 1), (d, ) will dominate the maximum precisely
when the optimal rule is estimated poorly.

Our estimation strategy is not limited to unrestricted classes of optimal rules. One could
replace our unrestricted class with, e.g., a parametric working model for the blip function
and expect similar results. This is because the pathwise derivative of P — Ep [Yyp)], which
treats the Py in the expectation subscript as known, will typically be zero when d(P) is an
optimal rule in some class and does not fall on the boundary of that class (with respect to
some metric). Such a result does not rely on d(P) being a unique optimal rule. When the
pathwise derivative of P — Ep [Yyp)] is zero, one can often prove something like Theorem
5, which shows that the value of the estimated rule converges to the optimal value at a faster
than root-n rate under conditions.

Here we considered the problem of developing a confidence interval for the value of an
unknown optimal treatment rule in a non-parametric model. Under reasonable conditions,
our proposed optimal value estimator provides an interpretable and statistically valid ap-
proach to gauging the effect of implementing the optimal individualized treatment regime in
the population.
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2.11 Proofs

Proofs of results from Section 2.3

Proof of Theorem 1. Let d'(P) represent the function w + I(Qy(P)(w) > 0). For any P, let
U(P) £ EpEp[Y|A = d(P)(W),W]. Note that

V(P) — EpEp[Y|A =0,W] = Ep [d"(P)(W)Qu(P)(W)] = Ep [d'(P)(W)Qy(P)(W)] ,

where we used the fact that d*(P)(w) = d'(P)(w) on the set where Qy(P)(w) # 0. Let the
fluctuation submodel {7, : €} through P be as defined in Section 2.3 of the main text, where
we note that Py = P.—y. Telescoping shows that, for fixed ¢,

U(P) — Y (Py) =Ep, [(1(Qpe > 0) = I(Qu0 > 0)) Que] + W (Pe) — U (R). (2.17)

It is well known that W,(P) = EpEp[Y|A = d(W), W] is pathwise differentiable for fixed d.
Thus dividing the second line above by € and taking the limit as ¢ — 0 yields the pathwise
derivative that treats the rule df, as known. For a given Sy, the fluctuated Qo at w € W is
given by
Qb,e(w) é/y (dQy.e(ylA =1, W =w) — dQy,(y|A = 0, W = w))
= Quo(w) + e Bo[Y Sy (Y[1, W) A = 1] — B[V Sy (Y], W)|A = 0,u])
= Quo(w) + eh(w), (2.18)

where we note that sup,, |h(w)| < co because Y and Sy are uniformly bounded.

Pathwise differentiable if (2.3).
Suppose (2.3). Let B; £ {w : Qpo(w) = 0} and By = {w : Qpo(w) = 0, max, og(a,w) = 0}.
Noting that By C By shows

EPe [(I(Qb,e > O) - [(Qb,o > 0)) Qb,e}
_ / (1(Dse > 0) = I(@ro > 0)) GpedQue
W\ Bi

# ] U@ 0) = i > 0) Qu
+/B (I(Qb,e > O) - I(Qb,O > 0)) Qb,sdQVV,e- (219)

Because Qy0 # 0 on W\DBs, the first term above is o(|e]) by a slight generalization of
Lemma 2 in van der Laan and Luedtke (2014b) to finite measures (since Pro(WW\B;) may
be less than 1). The second term is zero because Pro(B;\Bs) = 0 by (2.3). Let f(a,w) =
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Eo[YSy(Y|1,W)|A=1,W = w]. For the third term, note that, for (a,w) € {0,1} x Bs,
/ (‘[(Qb,e > O) - I(Qb,o > 0)) Qb,edQW,E
Bs

= [ (1@ 0) = 1@ > 0) (FLw) — J0.0) du

Note that f(a,w) = Covp, (Y, Sy (Y|A, W)|A =a, W = w) for a = 0,1 because E[Sy|A, W]
is equal to zero, and thus f(a,w) = 0 for (a,w) € {0,1} x By since Y has conditional variance
0 given A = a and W = w. This shows that the third term in (2.19) is exactly zero. Hence,

lim lEpe [(I(Qbe > 0) — I(Qpp > 0)) Qpe] =0.

e—0 €

Thus ¥ has canonical gradient D(dj, Fp), i.e. the same canonical gradient as the parameter
Wy . Recall that

[(A = d(W))
g(AIW)

If (2.3) holds, then either i) Y = Q(A,W) or ii) dj = d; with P, probability 1. Thus
D(d§, Py) = D(dy, Py) almost surely if (2.3) holds. It follows that ¥ has canonical gradient
D(d3, Py).

Not pathwise differentiable if not (2.3).
We wish to construct a submodel so that (2.4) holds. Let Sy (w) = 0 for all w. Without
loss of generality, suppose that

Py (Qo(W) = 0,00(1, W) > 0) > 0. (2.20)

D(d, P)(0) = (Y = Q(A,W)) + Q(d(W), W) — Ty(P).

Let
o Pro(Y < Qo(L,IW)[A=1,W =w)
© Pro(Y > Qo(1L, W)|[A=1,W =w)’

where we let R(w) = oo when Pro(Y > Qo(1, W)|A = 1,W = w) = 0. Define Sy as follows:

R(w)

min{1, R(w)}, if @ =1 and y > Qy(1,w)
Sy (yla,w) =< —min{1,1/R(w)}, ifa=1andy < Qu(l,w)
0, if a =0.

Above we let min{1,1/R(W)} = 0 when R(W) = oo and min{1,1/R(W)} = 1 when
R(W) = 0. Note that sup,,,, |Sy(yla,w)| < 1 and E[Sy|A = a,W = w] = 0 for all a,w.
We define B, and B_ as follows:

B, £ Byn{w : h(w) > 0}

B_ = Byn{w: h(w) <0},
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where h is defined in (2.18). By (2.20), Pro(Qpo(W) = 0,0 < R(W) < 0o) > 0, and hence
Pro(By) > 0 and Pro(B_) > 0. Let m(w) & (I(Qp(w) > 0) — I(Qpo(w) > 0))Qpc(w).
Below we omit the dependence of m, Qw,, and h on w. The first term in (2.17) yields the
following limit for =" [, m dQw, as € | 0:

1 1 1
lim — / mdQw, + lim — / mdQw, + lim — mdQw,
el0 € By el0 € B_ el0 € W\(B+UBf)
1
= lim I(eh > 0)h dQw, + lim/ I(eh > 0)h dQw, + lim — mdQw,
€l0 B, o Jp el0 € W\(BLUB_)
B+

where the integral over B_ is equal to zero because the indicator in m is 0 for all € > 0 and
the integral over W\ (B, U B_) is o(|e|) because

1 1
lim— mdQw, = lim — mdQuw,o + lim — mdQw,o = 0,
el0 € Jyw\(B,UB_) 0 € Jyw B, el0 € Jrw:h=01nBy

where we used that the first term is 0 by a slight generalization of Lemma 2 in van der
Laan and Luedtke (2014b) to finite measures and the second term is 0 because Q. = 0 on
{w: h =0} N By. The inequality in (2.21) is strict because Pro(By) > 0 and h > 0 on B,.
Similarly,

1
hm—/md@mo :/ thW,O < 0.
B_

et0 €

Contrasting the above with (2.21) shows that there exists a path about P, which results in
a fluctuation h for which the limit of the first term in (2.17) divided by € does not exist as
€ — 0. But then ¥ cannot be pathwise differentiable: one of the limits in the sum on the
right-hand side of (2.17) exists, so the limit on the left-hand side cannot exist. Specifically,
suppose ¢, has a limit as n — oo and a, = b, + ¢,. If b, does not have a limit, then
a, does not have a limit, since a, having a limit implies that b, = a, — ¢, has a limit,
contradiction. O
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Proofs of results from Section 2.5
Proof of Theorem 2. We have that

T, (@(pn) _ \II(P0)>

n

1 L ~
-— Gt (Dng(05) = W(Ry)) (2.22)
n j=ln+1
1 "L /=
=—— > 52 ([ Dsl0n) = Wa (R + [W4,, (P0) = W(R)]) (2.23)
n j=ln+1
LS 5 (Dus(0) — W (R) + o (07 220
- n — én O-n7j n,J J dn,j 0 OPO n .
J=tn+1
1 B 1 [ ~ —-1/2
= P Un,j (ij(Oj) - E() |:Dn7j(0j)‘01, ceey Oj_1:|> + Rln -+ Opo(n ) (225)
n j=ln+1
1 a 1 [ F ~ -1/2
= n—7 Z Un,j (DnJ(Oj) — EO |:Dn,j<0j)‘017 ceny Oj,1j|> + op, (TL ) (226)
"=l +1

Above (2.22) is a result of moving the W(F) into the summation in the defintion of T,
(2.23) adds zero to the line above, (2.24) follows by C5), (2.25) is a consequence of the fact
that Wy(Py) = PoD(Q, g, d) — Eo[(1— LEG50) (Q(d(W), W) = Qo(d(W), W))] for any fixed
@, g, and d, and (2.26) follows by C4).

For j=1,...n—1{,, let

1 (D(dn,j+en)(0j+en) — Ey | D(dyj10,)(0514,)] 01, - Oj+enD

n— ETL O-n’.]"’_gn

A
Mn,j -

Note that, for each n, {M, ; : j =1,...,n —{,} is a discrete-time martingale with respect to
the filtration F;, where each F; is the sigma-field generated by Oy, ..., Ojt¢,. In particular,
we have that, for all j > 1, Ey[M, ;|F;—1] = 0. We also have that Z;Zf" Eo[M? | Fia] =

52,
Lyt <y~ — 1 by C3). Because the conditional Lindeberg condition in C2) holds,
n,j+Len

n—~¢n ]:1
the martingale CLT for triangular arrays (see, e.g., Theorem 2 in Gaenssler et al., 1978)
shows that

n—~—n

> M~ N(0,1). (2.27)

j=1

Plugging this into (2.26) gives that I',v/n — £, (\if(Pn) — \I/(PO)> ~» N(0,1). The asymptot-
ically valid 1 — a CI is now constructed in the usual way. O]
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Proof of Corollary 1. In this proof we use “<” to denote less than or equal to up to a posi-
tive multiplicative constant. Let F; represent the sigma-field generated by Oy,...,0;. Let
Dy £ D(dy, Qo, go) and sz & Varpo(D(do,Qo,go)(O)). The proof can be broken into four
parts, which show that: (1) [Dn,j approximates Dy in mean-square; (2) T'-' — s in prob-
ability; (3) T',(¥(P,) — ¥(P,)) behaves like an empirical mean of the normalized efficient
influence curve; (4) W(P,) is RAL and efficient.

Part 1: Dnyj approximates Dy. Note that

1 L . N2
> B [(Dn,j ~ D) ;rj_l}
j=tn+1
1 i . B 3 ) )
Sn_g Z EO |:<D(dn,]aQn,]agn7j) - D(d()’Qn,j?gn,j)) f'j—1:|
" =t +1
1 i 5 B B ) )
+ n— en ' EO |i(D(d07 Qn,j?gn,j) - D(do, Qmj;go)) El}
J=fln+1
1 i - B ~ B )
+ n_gn EO [(D(d07Qn,j)gO> - D(d07Q07gO)> ‘Fjj—lj|
j=tn+1
1 n
S Y Eo[(duy(W) = do(W))*| Fii]
" j=tn+1
1 n
+—— > By [(9usldW)IW) = gold(W)|W)?| Fi-i]
" j:€n+1
Y ) A 2
o 30 B[ (@us W), W) = Qolda(1V), W)’ 5]
Jj=Cn+1
=on(1) (2.28)

where the constant in the second inequality relies on the bounds on Y, Qn,j, go, and gy, ;.

Part 2: T',;! — 5o in probability. We have that

2 2
- 1 L 1 .
(Fn - S() 1)2 S <TL _ gn Z O-n,}SO 1|0-n,j - 80|> 5 (TL _ g Z |0-n7j - 80|)

1 -
S — > (Gny— ), (2:29)

where the second inequality on the first line holds by the assumed bounds on &, ; and the
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final inequality holds by Cauchy-Schwarz. Note that, for any positive real numbers x1, xs,
(z1 — 19)? < 2|27 — 23). (2.30)
By the above and Condition C3’) , we have that

1 _ 1 . .
— Z (Gng — Oomj) S n—2, Z |0721,j _Ug,n,j

We also have that

n_g ZUOTL] Sn—ﬁ Z’O—OHJ 83’
9 n
T n—¢ Z

2

~ ~ ~ 2 ~
By |2, — D3IF; 1| + Eo | Dusl Fya| = Bo [ DolF ]

"=l +1
1 - N N
Soir 3 B pu- ]
]:fn-l,-]_
1 " N ~\2
S\aze 2 Eo{(Dn,j—Do) |fj_1},
j=Cln+1

where: the first inequality holds by (2.30); the equality holds by the definition of conditional
variance; the second inequality holds by twice using that 27 — 23 = (z; + x9)(xy — x9), the
strong positivity assumption, and the bounds on Y and Qw; and the final inequality holds
by the Cauchy-Schwarz inequality applied to the expectations and the concavity of z — /.
By (2.28), the upper bound above is 0p,(1). By the triangle inequality and the previous two
indented equations,

n

1 3 1 =\ ~ N
— Z (Gnyj — S0)* < —" Z (6 — Gomnj)* + (Gom, — S0)°] = or,(1). (2.31)
"=t +1 " =l +1

Plugging this into (2.29) shows that T, = sy ' 4+ 0p,(1). By the continuous mapping theorem,
F,;l = 59 + OPO(l).

Part 3: I,(¥(P,) — ¥(F,)) behaves like an empirical mean. For each n > 1 and
j=4,+1, ... n, define
Vo D0j(0;) = Bo | D j(O)|Fjoa| - Do(0;) = Eo | Do(0) | Fjs
nj — - :

Un,j S0
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We first show that \/72; ¢, +1 M, ; — 0 in probability. Note that
. . 2

D, ;(0;)  Dy(O,

0y (30| 71) - £ | 200 - DOLY |
’ ’ On,j S0

[ (D.,00) Do)\’ Do0;)  Do(0))
<E, ”Lj( i) 9< i) ool + B g( i) Do(0)) F
Un,j Jn,j Jn,j So

SEo - (DW(O]-) - Do(oj)>2

‘7:]'—1} + Ly [(57173‘ — 30)2| «7'_3'—1]

where the constants in the second inequality rely on the bounds on g, j, go, Qn.j, Y, Gon
and so. By (2.28) and (2.31),

= 0p0 (2.32)
" j=tn+1

Fix €,0 > 0 and let v, = We will show that there exists some N such that

62
log(4/6)

Pr, < Z G e> < ¢ foralln > N. (2.33)

=l +1

Note that

Py S )
TL] -
( n—t j=ln+1
:PI"O < Z n] = n] ~ )
j=ln+1 j =ln+1
+ Prg < Z n] > ;> UE,(;) .
j =ln+1 j ={n+1

We will bound the terms on the right separately. By our bounding assumptions, there exists
some m* € (0,00) such that Pro(sup,<, |[M,;| < m*) = 1. By Bernstein’s inequality for
martingale difference sequences with bounded increments (see, e.g, Steiger, 1969; Theorem
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1.6 of Freedman, 1975), we have that

- ( S s g)
" j=tnt1 " én+1

SPT()(\/iZ nj_

;i < v for some 7 € {£, +1, ,n})

j=tn+1 " j=tn+1
ML e/n—1 U Ves(n —£,) 3
< Pr, ( Z n;l*J > o ~ Z (Tr;*j)Q < = (P “~ for some 7 € {€, +1,...,n}
=t 1 =t 1

<e ( V= b ) 5 /4
X — .
= &P 2(m*e + vesv/n — Uy)

It follows that there exists some Ny such that the upper bound above is less than or equal
to 6/2 for all n > N;. We also have that

" j=ln+1 ™ =41 " =l 41

By (2.32), there exists some N so that the upper bound above is no greater than 6/4 for
all n > N,. Combining the previous two sets of inequalities shows that (2.33) is satis-
fied for N = max{N;, N}. Thus Y M) = op(Vn—1,). Because £, = o(n),
>, A M), = op,(n™"/?). Combining this with (2.26) shows that

n—~—n

Fn <\if(Pn) — \I/(PO)> — 1 Z Dn,j(O ) E(;O[ ' ( )‘]:J 1] + OPO(TL_l/Q)
j=ln+1 n.J

R T e -

(Do(oj) _E, [DO(O)D +op, (n7Y?)

n

=55" 23 (Do(0)) = B [Do(0)] ) + o, (n™72)

j=1

where the final equality uses that ¢, = o(n) and that Dy is bounded.
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Part 4: U(P,) is RAL and efficient. Combining Parts 2 and 3 shows that

U(P) = W(R) = T,'T, (#(P) = W(R)) = (s0+ on ()T, (¥(P) = W(Ry))
= LS (0(0)) ~ Eo[Bof)]) + o).

Thus ¥(P,) is an asymptotically linear estimator of ¥(P,) with influence curve D(dy, Py) =
Do(0;) — Ey [f)o(O)]. If Py satisfies (2.3) so that D(dy, Py) = D(d§, Py) almost surely, then

Theorem 1 shows that D(dg, Io) is the efficient influence curve of W. By Proposition 1 of
Section 3.3 in Bickel et al. (1993), it follows that (2.3) holds if and only if U(P,) is a RAL
estimator and is asymptotically efficient among all RAL estimators. O]

Proof of Theorem 3. The below is an abbreviated version of (2.22) through (2.26) and (2.27),
with an added inequality which holds because R,, < 0:

T, (@(Pn) _ \II(PO))

= S 5 ([Das(0) ()] + [, (B) — w(R)])

n—ﬁn]_znﬂ
1 ~ /=
= n—ﬂng—enﬂ n; <Dnj(oj) \de](Po))
= 3 52 (Dusl0)) = B [Das(01)10r, . 051] ) + om (1),
" j=tn+1

which converges to a standard normal by the central limit theorem. Thus,

lim inf Pry <\/7F ( \I/(P0)> < zl_a) >1—a.

n—oo

The first result follows by rearranging terms in the probability statement. The second result
is an immediate corollary of Theorem 2. 0

Proofs of results from Section 2.7

Proof of Lemma 1. By the almost sure representation theorem (see, e.g., Theorem 1.10.3
in Billingsley, 1999), there exists a probability space (€', F, P') and a sequence of random

variables R/, : Q' — R such that n’R), <L nPR, and n’Rl(w') — 0 for all W e Y. Fixe>0
and w' € V. There exists some N that, for all n > N, n?|R/ ()] < B)E Also note that

1 — 1 n 1
'76< '—1iﬂd':—.
nl_ﬁjzlj _nl_ﬁ/1 (=) =13
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Hence, for all n > N,

1 n N—-1 n 1
p— > IR (W (W)l + = j—ﬂjBIRQ(W’)I
j=1 j=1 j=N
N-—1 n
1 / / (1 B B)E 1
< nl=B £ |RJ( )|+ onl—B Z j_ﬁ
j=1 j=N
1 = €
/ !

It follows that 5 ", |R}(w)| < € for all n large enough, and thus that 1= > " | R}(w')

converges to 0 as n — oo. Noting that —r=5 > " | R; < g gy Rj(w') for all n, we have
that 17" | R; = op,(n™"). O

Proof of Theorem 4. Let D; = {D(d Q.9) : d,Q,g}, Dy £ {D*d,Q,g9) : d,Q,g}, and
§* £ min{j : §; < &y}. The class D, is Py Glivenko-Cantelli (GC) by assumptlon and D, is
GC by Theorem 2 of van der Vaart and Wellner (2000). For all j > j*, we have that

|67 — a54] < JZD; [Dg(())]ol,...,oj,l]
2
( 1] IDJ 0k> B [D,0)]0n0n] | s
k=1

The first term on the right converges to 0 in probability because D, is GC. For the second
term, the mean value theorem shows that

2| PPy,

where m; is an intermediate value between the two squared values on the first line. Using
that D, is a GC class, we have that m; converges to Eo[D;(0)|Oy, ..., 0,_1] in probability
and ||P; — Fyll5, = or,(1). Thus the above is op, (1), and plugging this into (2.34) shows that
67 — &5, = 0p0(1). The continuous mapping theorem shows that (2.13) is also satisfied.
Comblmng this with Lemma 1 with 8 = 0 shows that Condition C3) is satisfied. O
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Proof of Theorem 5. In this proof we will omit the dependence of dg, dp, Qb,o, and Qy,, on
W in the notation. Suppose that Han — Qb@Hz B = op,(1). This part of the proof mimics
the proof of Lemma 5.2 in Audibert and Tsybakov (2007). For any ¢ > 0,

|Wa, (o) — Was (Fo)|

= Eo[|QuolI(d # dy,)]

= Eo[|QuolI(dy # dp)I(0 < |Quol < )]+ Eol|QuolI(dy # dn)I(|Quo| > )]
< Eol|Qbn — Qoo 1(0 < |Qpol < )]+ Eol|Qbn — QuolI(|Qbn — Quol > )]
n HQb” _th’OH;PO

< || @b — vaOHZ,Po Pro(0 < |Qpol < )'/?

= = 2
||Qb,n - Qb,OH P
_|_ 2, 0’

< | @b — @voll, p, O3 12 7

where the first inequality holds because dj # d,, implies that |an — Qb70| > |Qb,0|, the second
inequality holds by the Cauchy-Schwarz and Markov inequalities, and the third inequality
holds by (2.16). The first result follows by optimizing over ¢ to find that the upper bound is

minimized when t = C Han _ Qb70||§(1130+01)/(2+a
a.

Now suppose that HQM — Qb’OHOO,Po = op,(1). Note that

) for a constant C' which depends on Cy and

Wy, (Po) — Waz (Po)| = Eo |1(dy # d)Quo|
< Ey [1(0 < |Qbo| < Qb — Quo])|Qbol]
< Ey [I (0 < |Quol < [|Qbn — Qb,oHoo’PO) |Qb,0|}

< [ @sn = @oll e py Pro (0 < @00l < @ = Quoll o) -

By (2.16), [y, (Po) — Wa: (Po)| < ||@m — Qoo -

OO,PO‘
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Chapter 3

Individualized Treatments Under
Limited Resources

3.1 Introduction

In this chapter, we consider a resource constraint under which there is a maximum proportion
of the population that can be treated. Given this constraint, we develop a root-n rate
estimator for the optimal R-C value and corresponding confidence intervals. We show that
our estimator is efficient among all regular and asymptotically linear estimators in our model
M under conditions. When the baseline covariates are continuous and the resource constraint
is active, i.e. when the optimal R-C value is less than the optimal unconstrained value, these
conditions are far more reasonable than the non-exceptional law assumption needed for
regular estimation of the optimal unconstrained value discussed in Chapter 2.

We now give a brief outline of the chapter. Section 3.2 defines the statistical estimation
problem of interest, gives an expression for the optimal deterministic rule under a condition,
and gives a general expression for the optimal stochastic rule. Section 3.3 presents our es-
timator of the optimal R-C value. Section 3.4 presents conditions under which the optimal
R-C value is pathwise differentiable, and gives an explicit expression for the canonical gradi-
ent under these conditions. Section 3.5 describes the properties of our estimator, including
how to develop confidence intervals for the optimal R-C value. Section 3.6 presents our
simulation methods. Section 3.7 presents our simulation results. Section 3.8 closes with a
discussion and areas of future research. All proofs are given in Section 3.9.

3.2 Optimal resource-constrained rule and value

In this chapter we assume that the outcome Y has support in the closed unit interval. Little
generality is lost with the bound on Y, given that any continuous outcome bounded can
be rescaled to the unit interval via a linear transformation. Suppose that the treatment
resource is limited so that at most a k € (0, 1) proportion of the population can receive the
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treatment A = 1. A deterministic treatment rule d takes as input a covariate vector w € W
and outputs a binary treatment decision d(w). The stochastic treatment rules considered in
this chapter are maps from U x W to {0, 1}, where U is the support of some random variable
U ~ Py. If d is a stochastic rule and u € U is fixed, then d(u, ) represents a deterministic
treatment rule. Throughout this chapter we will let U be drawn independently of all draws
from F,. We will be consistent with the use of the tilde to represent deterministic rules and
lack of tilde to represent stochastic rules so that throughout d : W — Rand d : U x W — R.

An optimal R-C deterministic regime at P is defined as a deterministic regime d which
solves the optimization problem

Maximize W ;(P) subject to Ey[d(W)] < k. (3.1)

We call the optimal value under an R-C deterministic regime ¥(P). For a stochastic regime
d, let Uy4(P) £ Ep,[Vqw.)(P)] represent the value of d. An optimal R-C stochastic regime
at P is defined as a stochastic treatment regime d which solves the optimization problem

Maximize W4(P) subject to Ep,xp[d(U, W)] < k. (3.2)

We call the optimal value under a R-C stochastic regime W(P). Because any deterministic
regime can be written as a stochastic regime which does not rely on the stochastic mechanism
U, we have that ¥(P) > U(P).

Let Sp represent the survival function of the blip function Qp p, i.e. 7+ Prp(Qpp(W) >
7). Let

np = inf {r:Sp(7) < K}
7p £ max {np,0} . (3.3)

For notational convenience we let Sy = S Pos Mo = np,, and Ty = TP, -
Define the deterministic treatment rule dp as w — I(Qy p(w) > 7p), and for notational
convenience let dy £ d p,- We have the following result.

Theorem 6. If Prp(Qpp(W) = 7p) = 0, then the dp is an optimal deterministic rule
satisfying the resource constraint, i.e. Vi (P) attains the mazimum described in (3.1).

One can in fact show that dp is the P almost surely unique optimal deterministic regime
under the stated condition. We do not treat the case where Prp(Qyp(W) = 7p) > 0 for
deterministic regimes, since in this case (3.1) is a more challenging problem: for discrete
W with positive treatment effect in all strata, (3.1) is a special case of the 0 — 1 knapsack
problem, which is NP-hard, though is considered one of the easier problems in this class
(Karp, 1972; Korte and Vygen, 2012). In the knapsack problem, one has a collection of items,
each with a value and a weight. Given a knapsack that can only carry a limited weight, the
objective is to choose which items to bring so as to maximize the value of the items in the
knapsack while respecting the weight restriction. Considering the optimization problem over
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stochastic rather than deterministic regimes yields a fractional knapsack problem, which is
known to be solvable in polynomial time (Dantzig, 1957; Korte and Vygen, 2012). The
fractional knapsack problem differs from the 0 — 1 knapsack problem in that one can pack
partial items, with the value of the partial items proportional to the fraction of the item
packed.

Define the stochastic treatment rule dp by its distribution with respect to a random
variable drawn from P:

r—Sp(rp) if Qy p(w) = 7p and 7p > 0
PI'PU (dP(U, w) = 1) = PI«P_(Qb,P(VV):TP)7 Qb’P(‘ ) P P
I(Qpp(w) > Tp), otherwise.

If Prp(Qpp(W) = 7p) = 0, then the first case occurs with probability zero, and this the
division by this quantity will not prove problematic. We will let dy 2 dp,. Note that dp(W)
and dp(U, W) are Py x P almost surely equal if Prp(Qpp(W) = 7p) = 0 or if 7p < 0, and
thus have the same value in these settings. It is easy to show that

EPUXP[dP(U7 W)] =k if 7 > 0. (34)

The following theorem establishes the optimality of the stochastic rule dp in a resource-
limited setting.

Theorem 7. The mazimum in (3.2) is attained at d = dp, i.e. dp is an optimal stochastic
rule.

Note that the above theorem does not claim that dp is the unique optimal stochastic
regime. For discrete W, the above theorem is an immediate consequence of the discussion
of the knapsack problem in Dantzig (1957).

In this chapter we focus on the value of the optimal stochastic rule. Nonetheless, the
techniques that we present in this chapter will only yield valid inference in the case where
the data are generated according to a distribution Py for which Pro(Qpo(W) = 79) = 0.
This is analogous to assuming a non-exceptional law in settings where resources are not
limited (Robins, 2004; Luedtke and van der Laan, 2014b), though we note that for contin-
uous covariates W this assumption is much more likely if 75 > 0. It seems unlikely that
the treatment effect in some positive probability stratum of covariates will concentrate on
some arbitrary (determined by the constraint ) value 75. Nonetheless, one could deal with
situations where Pro(Qpo(W) = 1) > 0 using similar martingale-based online estimation
techniques to those presented in Chapter 2.

3.3 Estimating the optimal resource-constrained value

We now present an estimation strategy for the optimal R-C rule. The upcoming sections
justify this strategy and suggest that it will perform well for a wide variety of data generating
distributions. The estimation strategy proceeds as follows:
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1. Obtain estimates Q,, Qpn, and g, of Qo, Qb,m and gy using any desired estimation
strategy which respects the fact that Y is bounded in the unit interval.

2. Estimate the marginal distribution of W with the corresponding empirical distribution.
3. Estimate Sy with the plug-in estimator S, given by 7+ L 3" T (Qy,(w;) > 7).

4. Estimate ny with the plug-in estimator 1, = inf {7 : S,(7) < k}.

5. Estimate 7 with the plug-in estimator given by 7, = max{,,0}.

6. Estimate dy with the plug-in estimator d,, with distribution

K—Sn(Tn)

Prp, (d,(Uw)=1) = Prr, Qo (W)=rn)’
i | ) {](Qban(w)>7'n), otherwise.

if Qpn(w) =1, and 7, >0

7. Run a TMLE for the parameter ¥, (Fp):

a) For a € {0,1}, define H(a,w) = %. Run a univariate logistic regres-
sion using:
Outcome: (y;:i=1,...,n)
Offset: (logit Q,(a;, w;) :i=1,...,n)

Covariate: (H(a;,w;):i=1,...,n).

Let €, represent the estimate of the coefficient for the covariate, i.e.

n

1 _ _
€ = argmax = Z [Q5 (ai, w;) log y; + (1 — Q5 (as, w;)) log(1 — ;)]
€€ i=1
where Q¢ (a,w) £ logit™" (logit Qn(a, w) + eH (a, w)).
b) Define Q* £ Q¢».
c) Estimate ¥, (FPp) using the plug-in estimator given by

We use U, (P¥) as our estimate of W(Py). We will denote this estimator ¥, where we
have defined ¥ so that U(P,) = ¥, (P?*). Note that we have used a TMLE for the data
dependent parameter ¥, (F), which represents the value under a stochastic intervention
d,. Nonetheless, we assume that Prp,(Qpo(W) = 75) = 0 for many of the results pertaining
to our estimator ‘il, i.e. we assume that the optimal R-C rule is deterministic. We view



CHAPTER 3. INDIVIDUALIZED TREATMENTS UNDER LIMITED RESOURCES 43

estimating the value under a stochastic rather than deterministic intervention as worthwhile
because one can give conditions under which the above estimator is (root-n) consistent for
U(Fy) at all laws Py, even if non-negligible bias invalidates standard Wald-type confidence
intervals for the parameter of interest at laws Py for which Prp, (Qpo(W) = 19) > 0.

We will use P to denote any distribution for which Q pr = Qr, gp: = gn, and P has the
marginal empirical distribution of W for the marginal distribution of W. We note that such
a distribution P* exists provided that Q7 and g, fall in the parameter spaces of P+ Qp(W)
and P — gp, respectively.

In practice we recommend estimating Qy and @ using an ensemble method such as
super-learning to make an optimal bias-variance trade-off (or, more generally, minimize cross-
validated risk) between a mix of parametric models and data adaptive regression algorithms
(van der Laan et al., 2007; Luedtke and van der Laan, 2014a). If the treatment mechanism
go is unknown then we recommend using similar data adaptive approaches to obtain the
estimate g,. If go is known (as in a randomized controlled trial without missingness), then
one can either take g, = gy or estimate gg using a correctly specified parametric model,
which we expect to increase the efficiency of estimators when the Q, part of the likelihood
is misspecified (van der Laan and Robins, 2003; van der Laan and Luedtke, 2014a).

There is typically little downside to using data adaptive approaches to estimate the
needed portions of the likelihood, though we do give a formal empirical process condition
in Section 3.5 which describes exactly how data adaptive these estimators can be. If one is
concerned about the data adaptivity of the estimators of the needed portions of the likelihood,
then one can consider a cross-validated TMLE approach such as that presented in van der
Laan and Luedtke (2014a). This approach makes no restrictions on the data adaptivity of
the estimators of Qg, Qp.0, O go.

We now outline the main results of this chapter, which hold under appropriate consistency
and regularity conditions.

e Asymptotic linearity of U
R 1 —
V(P = WR) = > DolO3) + ony ™),

with Dg a known function of F.
e U is an asymptotically efficient estimate of U(F).

e One can obtain a consistent estimate o2 for the variance of Dy(O). An asymptotically
valid 95% confidence intervals for W(P,) given by ¥(P,) £ 1.960,,/1/n.

The upcoming sections give the consistency and regularity conditions which imply the above
results.
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3.4 Canonical gradient of the optimal
resource-constrained value

The pathwise derivative of ¥ will provide a key ingredient for analyzing the asymptotic
properties of our estimator. We refer the reader to Pfanzagl (1990) and Bickel et al. (1993) for
an overview of the crucial role that the pathwise derivative plays in semiparametric efficiency
theory. We remind the reader that an estimator d is an asyptotically linear estimator of a
parameter ®(Fy) with influence curve ICp, provided that

(P, — ZICPO ) 4 op, (n7Y?).

If @ is pathwise differentiable with canonical gradient ICp,, then d is RAL and asymptoti-
cally efficient (minimum variance) among all such RAL estimators of ®(Fy) (Pfanzagl, 1990;
Bickel et al., 1993).

For o € O, a deterministic rule J, and a real number 7, define

D;(d, P)(0) & % (v — Qrla,w))
Ds(d, P)(0) £ Qp(d(w),w) — EpQp(d(W), W),

where gp(a|W) £ Prp(A = a|W). We will let go £ gp,. We note that D;(d, P) + Ds(d, P)
is the efficient influence curve of the parameter W (P).
Let d be some stochastic rule. The canonical gradient of W, is given by

IC4(P)(0) & Ep,[Di(d(U,w), P)(0) + D2(d(U,w), P)(0)].
Define
D(d, T, P)(o) = IC4(P)(0) — 7 (Ep, [d(U,w)] — k).

For ease of reference, let Dy = D(dy, Ty, Py). The upcoming theorem makes use of the
following assumptions.

Cl1) go satisfies the positivity assumption: Pro(0 < go(1|W) < 1) = 1.
C2) Qpo(W) has density fo at 19, and 0 < fo(n) < oo.
C3) S is continuous in a neighborhood of 7.

) Pro(Qpo(W) =7) =0 for all 7 in a neighborhood of .

We now present the canonical gradient of the optimal R-C value.
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Theorem 8. Suppose C1) through C4). Then ¥ is pathwise differentiable at Py with canon-
ical gradient Dy.

Note that C3) implies that Pro(Qpo(W) = 79) = 0. Thus dy is (almost surely) determin-
istic and the expectation over Py in the definition of Dy is superfluous. Nonetheless, this
representation will prove useful when we seek to show that our estimator solves the empirical
estimating equation defined by an estimate of D(dy, 19, P)-

When the resource constraint is active, i.e. 79 > 0, the above theorem shows that
U has an additional component over the optimal value parameter when no resource con-
straints are present (van der Laan and Luedtke, 2014b). The additional component is
70 X (Ep,[do(U,w)] — k), and is the portion of the derivative that relies on the fact that
dy is estimated and falls on the edge of the parameter space. We note that it is possible that
the variance of Dy(O) is greater than the variance of 1Cy,(F)(O). If 7o = 0 then these two
variances are the same, so suppose 75 > 0. Then, provided that Pro(Qpo(W) = 79) = 0, we
have that

Varp, (Do(O)) — Varp, (IC4,(F))
= 7or(1 — K) (TO _9E, [Q0(1, W)| do(W) = 1] 128, [Qo(o, W) do(W) = o}) .

For any € (0, 1), it is possible to exhibit a distribution Py which satisfies the conditions of
Theorem 8 and for which Varp, (Dy(O)) > Varp, (IC4,(Fo)(O)). Perhaps more surprisingly,
it is also possible to exhibit a distribution P, which satisfies the conditions of Theorem 8 and
for which Varp, (Dy(O)) < Varp,(1C4,(Fp)(0O)). We omit further the discussion here because
the focus of this chapter is on considering the estimating the value from the optimization
problem (3.2), rather than discussing how this procedure relates to the estimation of other
parameters.

3.5 Results about the proposed estimator

We now show that ¥ is an asymptotically linear estimator for W(F,) with influence curve Dy
provided our estimates of the needed parts of P, satisfy consistency and regularity conditions.
Our theoretical results are presented in Section 3.5, and the conditions of our main theorem
are discussed in Section 3.5.

Inference for V(F)

For any distributions P and P, satisfying positivity, stochastic intervention d, and real
number 7, define the following second-order remainder terms:

Rio(d, P) £ Ep,xp, [(1 — %) (Qp(d, W) = Qo(d,W))

Ryo(d) £ Epyup, [(d = do)(Quo(W) — 10)] -
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Above the reliance of d and dy on (U, W) is omitted in the notation. Let Ry(d, P) =
Rio(d, P) + Ryo(d). The upcoming theorem will make use of the following assumptions.

C5) g satisfies the strong positivity assumption: Pry(d < go(1|W) <1 —9) =1 for some
6> 0.

C6) g, satisfies the strong positivity assumption for a fixed 6 > 0 with probability ap-
proaching 1: there exists some 6 > 0 such that, with probability approaching 1,
Pro(0 < g, (1) <1—=9) = 1.

C7) Ro(d,, P*) = op,(n~"/?).
C8) Eo [(D(dn, 70, P7)(0) = Do(0))’] = or,(1).
C9) D(d,, 1o, PF) belongs to a Py-Donsker class D with probability approaching 1.
C10) » >°iL, D(dn, 70, Py)(Oi) = op, (n™'7?).

We note that the 7y in the final condition above only enters the expression in the sum as a
multiplicative constant in front of —Ep, [d(U, w;)] — k.

Theorem 9 (VU is asymptotically linear). Suppose C2) through C10). Then ¥ is a RAL
estimator of W(Py) with influence curve Dy, i.e.

U(P,) — ZDO )+ op, (n"1/?).

Further, W is efficient among all such RAL estimators of W(P,).

Let 02 £ Varp,(Dy). By the central limit theorem, /n (@(Pn) - \IJ(PO)> converges in

distribution to a N(0,03) distribution. Let 02 £ 13"  D(d,,7,, P;)(O;)* be an estimate
of 2. We now give the following lemma, which gives sufficient conditions for the consistency
of 7, for .

Lemma 2 (Consistency of ,,). Suppose C2) and C3). Also suppose Qb s consistent for Qpo
in L'(Py) and that the estimate Qy,, belongs to a Py Glivenko Cantelli class with probability
approaching 1. Then T, — Ty in probability.

It is easy to verify that conditions similar to those of Theorem 9, combined with the
convergence of 7, to 7y as considered in the above lemma, imply that o, — o( in probability.
Under these conditions, an asymptotically valid two-sided 1 — a confidence interval is given

by

N O’,n

\IJ(P):EZl a/2\/_

where 21_,/2 denotes the 1 — a/2 quantile of a N(0,1) random variable.
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Discussion of conditions of Theorem 9

Conditions C2) and C3). These are standard conditions used when attempting to esti-
mate the x-quantile 7y, defined in (3.3). Provided good estimation of Qy 0, these conditions
ensure that gathering a large amount of data will enable one to get a good estimate of the
k-quantile of the random variable Q9. See Lemma 2 for an indication of what is meant
by “good estimation” of Q. It seems reasonable to expect that these conditions will hold
when W is continuous and 7y # 0, since we are assuming that Q@o is not degenerate at the
arbitrary (determined by x) point 7.

Condition C4). If 7y > 0, then C4) is implied by C3). If 75 = 0, then C4) is like as-
suming a non-exceptional law, i.e. that the probability of a there being no treatment effect
in a stratum of W is zero. Because 7y is not known from the outset, we require something
slightly stronger, namely that the probability of any specific small treatment effect is zero in
a stratum of W is zero. Note that this condition does not prohibit the treatment effect from
being small, e.g. Pro(|Qy0(W)| < 7) > 0 for all 7 > 0, but rather it prohibits there existing
a sequence T, | 0 with the property that Pro(Qpo(W) = 7,,,) > 0 infinitely often. Thus this
condition does not really seem any stronger than assuming a non-exceptional law. If one is
concerned about such exceptional laws then we suggest adapting the methods in (Luedtke
and van der Laan, 2014b) to the R-C setting.

Condition C5). This condition assumes that people from each stratum of covariates have
a reasonable (at least a § > 0) probability of treatment.

Condition C6). This condition requires that our estimates of gy respect the fact that
each stratum of covariates has a reasonable probability of treatment.

Condition C7). This condition is satisfied if Ryo(d,, P¥) = op,(n~"?) and Ry(d,) =
op,(n"*2). The term Ryo(d,, P¥) takes the form of a typical double robust term that is
small if either gy or Qg is estimated well, and is second-order, i.e. one might hope that
Rio(d,, P*) = op,(n1/?), if both both gy and @ are estimated well. One can upper bound
this remainder with a product of the L2?(P,) rates of convergence of these two quantities
using the Cauchy-Schwarz inequality. If gy is known, then one can take g, = go and this
term is zero.

Ensuring that Ry(d,) = op,(n~'/?) requires a little more work but will still prove to be
a reasonable condition. We will use the following margin assumption for some o > 0:

Pro (0 < [Qpo — 70| < t) St forall ¢ > 0, (3.5)

where “<” denotes less than or equal to up to a multiplicative constant. This margin assump-
tion is analogous to that used in Audibert and Tsybakov (2007) and to the condition used
in Theorem 5 in the previous chapter. The following result relates the rate of convergence
of Ray(d,) to the rate at which Qb,n — T, converges to Qb,o — 0.
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Theorem 10. If (3.5) holds for some a > 0, then

i) [Rao(dn)| S |[(Qon = 70) = (Quo — H2 (1+a)/(2+a)
ii) [Rao(d)| < [[(Qn = ) = (@oo = 70)|| 1,

The proof of this lemma is similar to that of Theorem 5 from Chapter 2 so is omitted. In-
terested readers can find a complete proof of this lemma in Luedtke and van der Laan (2015).
If Sp has a finite derivative at 7, as is given by C2), then one can take o« = 1. The above
theorem then implies that Rao(d,) = op,(n=/2) if either ||(Qpn — 7a) = (Qbo — To is

op,(n=3/8) or H(an —Tn) — (Qpo — TO)HOO,PQ is op, (n™Y/4).

M.z,

Condition C8). This is a mild consistency condition which is implied by the L*(F)
consistency of d,, g, and Q7 to dy, go, and Qy. We note that the consistency of the intial
(unfluctuated) estimate @,, for Qo will imply the consistency of Q* to Qo given C6), since
in this case €, — 0 in probability, and thus HQn Qn||2’ R 0 in probability.
Condition C9). This condition places restrictions on how data adaptive the estimators
of dy, go, and Qy can be. We refer the reader to Section 2.10 of van der Vaart and Wellner
(1996) for conditions under which the estimates of dy, go, and @Q belonging to Donsker
classes implies that D(d,, 79, P) belongs to a Donsker class. This condition was avoided for
estimating the value function using a cross-validated TMLE in van der Laan and Luedtke
(2014a), and using this technique will allow one to avoid the condition here as well.

Condition C10). Using the notation Pf = [ f(0)dP (o) for any distribution P and function
f O — R, we have that

P,D(d,, 1, P)) = P,D1(dy, P}) + P,Ds(d,, PY)

(ZEPU (U, w;)] — m>.

The first term is zero by the fluctuation step of the TMLE algorithm and the second term on
the right is zero because P uses the empirical distribution of W for the marginal distribution
of W. If 79 = 0 then clearly the third term is zero, so suppose 75 > 0. Combining (3.4) and
the fact that d,, is a substitution estimator shows that the third term is 0 with probability
approaching 1 provided that 7,, > 0 with probability approaching 1. This will of course occur
if 7, — 79 > 0 in probability, for which Lemma 2 gives sufficient conditions.

3.6 Simulation methods

We simulated i.i.d. draws from two data generating distributions at sample sizes 100, 200,
and 1000. For each sample size and distribution we considered resource constraints x = 0.1
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and £ = 0.9. We ran 2000 Monte Carlo draws of each simulation setting. All simulations
were run in R (R Core Team, 2014).

We first present the two data generating distributions considered, and then present the
estimation strategies used.

Data generating distributions
Simulation 1

For our first data generating distribution, the baseline covariate vector W = (W7, ..., Wy) is
four dimensional and

Wi, Wa, Wy, Wy "% N(0,1)

A|W ~ Bernoulli(1/2)
logit (Eo [Y|A, W, H =0]) =1 — W + 3W, + A (5W; — 4.45)
IOgit (Eo [Y|A, VV, H= 1]) =—-0.5— W3 + 2W1W2 + A <3|W2| — 15) s
where H is an unobserved Bernoulli(1/2) variable independent of A, W. For this distribution
We obtained estimates of the approximate optimal R-C optimal value for this data gen-
erating distribution using 10" Monte Carlo draws. When x = 0.1, ¥(P,) ~ 0.511. When

k= 0.9, ¥(F) ~ 0.563. We note that the resource constraint is not active (7o = 0) when
k= 0.9.

Simulation 2

For the second data generating distribution, W ~ Uniform(—1,1), A[W ~ Bernoulli(1/2),
and Y|A, W ~ Bernoulli(Qo(A, W)), where for W £ W + 5/6 we define

0, if A=1and —1/2<W <1/3
QoA ) & 2 W3+ W2—W+4, fA=land W < —1/2
o 10 | -W3+w2—1Iw+L ifA=1land W >1/3

otherwise.

For this distribution Fy[Qo(0,W)] = 0.3 and Eo[Qo(1,W)] ~ 0.583. This simulation is
an example of a case where Q@O(W) > 0 almost surely, so any resource constraint will
reduce the optimal value from its unconstrained value of 0.583. In particular, we have that
U(Fy) =~ 0.337 when k£ = 0.1 and W (Fy) ~ 0.572 when x = 0.9.

Estimating nuisance functions

We treated gy as known in both simulations and let g, = go. We estimated @, using
the super-learner algorithm with the quasi-log-likelihood loss function (family=binomial)
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and a candidate library of data adaptive (SL.gam and SL.nnet) and parametric algorithms
(SL.bayesglm, SL.glm, SL.glm.interaction, SL.mean, SL.step, SL.step.interaction,
and SL.step.forward). We refer the reader to Table 2 in the technical report Luedtke
and van der Laan (2014a) for a brief description of these algorithms. We estimated Qg
by running a super-learner using the squared error loss function and the same candidate
algorithms and used W to predict the outcome Y £ %(Y—Yn)%—f/ﬂ, where Y,, represents
the sample mean of Y from the n observations. See Luedtke and van der Laan (2014a) for
a justification of this estimation scheme.

Once we had our estimates Q,, Qbm, and g, we proceeded with the estimation strategy

described in Section 3.3.

Evaluating performance

We used three methods to evaluate our proposed approach. First, we looked at the coverage
of two-sided 95% confidence intervals for the optimal R-C value. Second, we report the
average confidence interval widths. Finally, we looked at the power of the o = 0.025 level
test Hy : U(Py) = po against Hy : W(Py) > pg, where pg = Fy[Qo(0, W)] is treated as a
known quantity. Under causal assumptions, pg can be identified with the counterfactual
quantity representing the population mean outcome if, possibly contrary to fact, no one
receives treatment. If treatment is not currently being given in the population, one could
substitute the population mean outcome (if known) for py. Our test of significance consisted
of checking of the lower bound in the two-sided 95% confidence interval is greater than py.
If an estimator of W(F,) is low-powered in testing Hy against H; then clearly the estimator
will have little practical value.

3.7 Simulation results

The proposed estimation strategy performed well overall. Figure 3.1 demonstrates the cov-
erage of 95% confidence intervals for the optimal R-C value. Our method performed well in
all settings for the highly constrained setting where x = 0.1. The results were more mixed
for the resource constraint k = 0.9. All methods performed well at the largest sample size
considered. This supports our theoretical results, which were all asymptotic in nature. For
Simulation 1, in which the resource constraint was not active, the coverage dropped off at
lower sample sizes. Coverage was somewhat below nominal (80% when n = 100 and 84%
when n = 200) for small sample sizes, but improved when the sample size increased. In
Simulation 2, the coverage was better (>91%) for the smaller sample sizes. We note that
the resource constraint was still active (1y > 0) when x = 0.9 for this simulation, and also
that the estimation problem is easier because the baseline covariate was univariate.

Figure 3.2 gives the power of the a = 0.025 level test Hy : W(Fy) = puo against the
alternative Hy : W(FPy) > pg. Overall our method appears to have reasonable power in this
statistical test. We see that power increases with sample size, the key property of consistent
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Simulation 1 Simulation 1: V = Wy, ..., Wy
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Figure 3.1: Coverage of two-sided 95% confidence intervals. As expected, coverage increases
with sample size. The coverage tends to be better for k = 0.1 than for £ = 0.9, though the
estimator performed well at the largest sample size (1000) for all simulations and choices of
k. Error bars indicate 95% confidence intervals to account for uncertainty from the finite
number of Monte Carlo draws.

Simulation 1 Simulation 1: V = Wy, ..., Wy
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Figure 3.2: Power of the a = 0.025 level test of Hy : W(FPy) = po against Hy : V(Fy) > po,
where o = Fo[Qo(0, W)] is treated as known. Power increases with sample size and . Error
bars indicate 95% confidence intervals to account for uncertainty from the finite number of
Monte Carlo draws.
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statistical tests. We also see that power increases with x, which is unsurprising given that Y
is binary and go(a|w) is 1/2 for all a, w. We note that power will not always increase with &,
for example if Py is such that go(1|w) is very small for individuals with covariate w who are
treated at x = 0.9 but not at x = 0.1. This observation is not meant as a criticism to the
estimation scheme that we have presented because we assume that x will be chosen to reflect
real resource constraints, rather than to maximize the power for a test Hj : W(Fy) =
versus H; : W(Fy) >y for some fixed p'.

We also implemented an estimating equation based estimator for the optimal R-C value
and found the two methods performed similarly. We would recommend using the TMLE
in practice because it has been shown to be robust to near positivity violations in a wide
variety of settings (van der Laan and Rose, 2011). We note that go(1|w) = 1/2 for all w
in both of our simulations, so no near positivity violations occurred. We do not consider
the estimation equation approach any further here because the focus of this chapter is on
considering the optimization problem (3.2), rather than on comparing different estimation
frameworks.

3.8 Discussion and future work

We have considered the problem of estimating the optimal resource-constrained value. Under
causal assumptions, this parameter can be identified with the maximum attainable popula-
tion mean outcome under individualized treatment rules which rely on measured covariates,
subject to the constraint that a maximum proportion s of the population can be treated.
We also provided an explicit expression for an optimal stochastic rule under the resource
constraint.

We derived the canonical gradient of the optimal R-C value under the key assumption
that the treatment effect is not exactly equal to 7y in some stratum of covariates which
occurs with positive probability. The canonical gradient plays a key role in developing
asymptotically linear estimators. We found that the canonical gradient of the optimal R-C
value has an additional component when compared to the canonical gradient of the optimal
unconstrained value when the resource constraint is active, i.e. when 75 > 0.

We presented a targeted minimum loss-based estimator for the optimal R-C value. This
estimator was designed to solve the empirical mean of an estimate of the canonical gradient.
This quickly yielded conditions under which our estimator is RAL, and efficient among all
such RAL estimators. All of these results rely on the condition that the treatment effect
is not exactly equal to 7y for positive probability stratum of covariates. This assumption
is more plausible than the typical non-exceptional law assumption when the covariates are
continuous and the constraint is active because it may be unlikely that the treatment effect
concentrates on an arbitrary (determined by k) 7 > 0. We note that this pseudo-non-
exceptional law assumption has implied that the optimal stochastic rule is almost surely
equal to the optimal deterministic rule.
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Some resource constraints encountered in practice may not be of the form E[d(U, W)]
less than or equal to k. For example, the cost of distributing the treatment to people may
vary based on the values of the covariates. If ¢ : W — [0,00) is a cost function, then
this constraint may take the form Ejc(W)d(U,W)] < k. The optimal rule takes the form
(u, w) = 1(Qpo(w) > Tc(w)) for w for which Qpo(w) # Toc(w) or c¢(w) = 0, and randomly
distributes the remaining resources uniformly among all remaining w. We leave further
consideration of this more general resource constraint problem to future work.

Further work is needed to generalize this chapter to the multiple time point setting.
Before generalizing the procedure, one must know exactly what form the multiple time
point constraint takes. For example, it may be the case that only a x proportion of the
population can be treated at each time point, or it may be the case that treatment can only
be administered at a xk proportion of patient-time point pairs. Regardless of which constraint
one chooses, it seems that the nice recursive structure encountered in ()-learning may not hold
for multiple time point R-C problems. While useful for computational considerations, being
able to express the optimal rule using approximate dynamic programming is not necessary
for the existence of a good optimal rule estimator, especially when the number of time points
is small.

We have not considered the ethical considerations associated with allocating limiting
resources to a population. The debate over the appropriate means to distribute limited
treatment resources to a population is ongoing (see, e.g., Brock and Wikler, 2009; Macklin
and Cowan, 2012; Singh, 2013, for examples in the treatment of HIV/AIDS). Clearly any
investigator needs to consider the ethical issues associated with certain resource allocation
schemes. Our method is optimal in a particular utilitarian sense (maximizing the expected
population mean outcome with respect to an outcome of interest) and yields a treatment
strategy which treats individuals who are expected to benefit most from treatment in terms
of our outcome of interest. One must be careful to ensure that the outcome of interest truly
captures the most important public health implications. Unlike in unconstrained individual-
ized medicine, inappropriately prescribing treatment to a stratum will also have implications
for individuals outside of that stratum, namely for the individuals who do not receive treat-
ment due to its lack of availability. We leave further ethical considerations to experts on the
matter. It will be interesting to see if there are settings in which it is possible to transform
the outcome or add constraints to the optimization problem so that the statistical problem
considered in this chapter adheres to the ethical guidelines in those settings.

We have looked to generalize previous works in estimating the value of an optimal indi-
vidualized treatment regime to the case where the treatment resource is a limited resource,
i.e. where it is not possible to treat the entire population. The results in this chapter should
allow for the application of optimal personalized treatment strategies to many new problems
of interest.
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3.9 Proofs

Proofs for Section 3.2

We first state a simple lemma.

Lemma 3. For a distribution P and a stochastic rule d, we have the following representation
for Wy:

U4(P) £ Epyup [d(UW)Qup(W)] + Ep[Qp(0,W)].
Proof of Lemma 3. We have that

Va(P) = Epyxpld(U,W)Qp(LW)] + Epyxp[(1 = d(U.W)Qp(0,W)]
= Epyurld(U.W)(Qp(L,W) = Qp(0.W))] + Ep[Qp(0,W)]
= Ep,up|d(U,W)Qp.p(W)] + Ep[Qp(0, W)].

[]

Proof of Theorem 6. This result will be a consequence of Theorem 7. If Prp(Qpo(W) =
7p) = 0, then dp(U, W) is Py x P almost surely equal to dp(W), and thus W; (P) = Vg, (P).

Thus (u,w) — dp(w) is an optimal stochastic regime. Because the class of deterministic

regimes is a subset of the class of stochastic regimes, dp is an optimal deterministic regime.
O

Proof of Theorem 7. Let d be some stochastic treatment rule which satisfies the resource
constraint. For (b, c) € {0,1}2, define By, = {(u,w) : dp(u, w) = b, d(u,w) = c}. Note that

Vg4, (P) = Wa(P) = Epyxp [(dp(U,W) — d(U,W)) Quo(W)]
= Ep,xp [Quo(W)I((U,W) € Bio)] — Epyxp [Quo(W)I((U, W) € Boy)] (3.6)

The Qp0(W) in the first term in (3.6) can be upper bounded by 7p, and in the second term
can be lower bounded by 7p. Thus,

\IJdP(P) — \I’d(P) 2 TP [PrPUXP ((U, W) € BlO) — PI'pUXp ((U, W) € BOl)]
=1Tp [PIPUXP ((U, W) € BjpuU BH) — PI‘pUXp ((U, W) € By U BH)]
= 7P (Epyxp [dp(U,W)] = Ep,xp [d(U,W)]).

If 7p = 0 then the final line is zero. Otherwise, Ep,«p[dp(U, W)] = k by (3.4). Because
d satisfies the resource constraint, Ep,xp [d(U, W)] < k and thus the final line above is at
least zero. Thus W, (P) — Wu(P) > 0 for all 7p. Because d was arbitrary, dp is an optimal
stochastic rule. O
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Proofs for Section 3.4

Proof of Theorem 8. The pathwise derivative of W(Q) is defined as %\P(Q(em
paths {P. : ¢} C M. In particular, these paths are chosen so that
dQw, = (1 + eHw (W))dQw,
where EHy (W) = 0 and Cy = sup |Hy (w)] < oo;

., along

dQv(Y | A W)= (1+eHy(Y | A, W))dQy (Y | A, W),
where E(Hy | A,W) =0 and sup |Hy(y | a,w)| < cc.
w,a,y
The parameter W is not sensitive to fluctuations of go(ajw) = Pro(alw), and thus we do
not need to fluctuate this portion of the likelihood. Let Qp. = Qpp., Qc = Qp,, d. = dp,,
Ne = Np., Te £ Tp., and S, = Sp.. First note that

Qb,e(w) = Qb,O(w) + Ehe(w) (37)
for an h, with

sup sup | h(w)| £ C; < oo. (3.8)

le]<l w

Note that C4) implies that dy is (almost surely) deterministic, i.e. do(U, ) is almost surely
a fixed function. Let d represent the deterministic rule w +— I(Qpo(w) > 0) to which d(u, -)
is (almost surely) equal for all u. By Lemma 3,

W(P) - ¥(R) = [ (Enld(UW)] - (W) GrdQw,

w

+ / do(W) (QpedQwc — Qr0dQwo) + Ep.Qc(0,W) — EyQo(0, W)
= [ (Bnld@.W)] = do(W)) (@ = 0) dQur,
+ 7'0/ <EPU [dE(U, W)]dQW76 — CZQ(W)CZQVK())

— 7 / do(W) (dQuwe — dQug) + [V (Br) — Wy (o). (3.9)

Dividing the fourth term by e and taking the limit as ¢ — 0 gives the pathwise deriva-
tive of the mean outcome under the rule that treats dy as known. The third term can
be written as —ery fw dO(W)HWdQWO, and thus the pathwise derivative of this term is
-/ 7odo(W)HwdQwo. If 75 > 0, then Ep,p,[do(W)] = k. The pathwise derivative of
this term is zero if 7y = 0. Thus, for all 7,

nm—%m /w do(W) (dQue — dQuro) = / (~moldofuw) — x)) Hiw (w)dQuwo(uw).

e—0 w
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Thus the third term in (3.9) generates the w — —7o(do(w) — k) portion of the canonical
gradient, or equivalently w — —71o(Ep, [do(U, w)] — k). The remainder of this proof is used
to show that the first two terms in (3.9) are o(e).

Step 1: 1. — 1.
We refer the reader to (3.3) for a definition of the quantile P + np. This is a consequence
of the continuity of Sy in a neighborhood of ny. For v > 0,

|ne — mo| > ~ implies that S.(ny — ) < k or Sc(ny +7) > k. (3.10)
For positive constants C; and Clyy,

Se(no =) = (1 = Cwle|) Pro (Qu.e > no —7) = (1 = Cwle)So(mo — v + Cuel).

Fix v > 0 small enough so that Sy is continuous at 7y — 7. In this case we have that
So(no — v + Cile|) = So(no — v) as € — 0. By the infimum in the definition of 7y, we know
that So(no — ) > k. Thus Sc(ny — ) > & for all |¢| small enough.

Similarly, Se(no +7v) < (1 4+ Cwle])So(no + v — Cile]). Fix v > 0 small enough so that
So is continuous at 79 4+ y. Then Sy(ny + v — Cile]) = So(no + 7) as € — 0. Condition C2)
implies the uniqueness of the k-quantile of Qy, and thus that So(ny + ) < x. It follows
that Sc(no + ) < & for all |e| small enough.

Combining Se(no — ) > k and Se(no + ) < & for all € close to zero with (3.10) shows
that n. — ng as € = 0.

Step 2: Second term of (3.9) is 0 eventually.

If 79 = 0 then the result is immediate, so suppose 7 > 0. By the previous step, 1. — 7o,
which implies that 7. — 79 > 0 by the continuity of the max function. It follows that 7. > 0
for € large enough. By (3.4), Prp,«p. (d.(U,W) = 1) = & for all sufficiently small |¢| and
Pro(dy(W) = 1) = k. Thus the second term of (3.9) is 0 for all |¢| small enough.

Step 3: 7. — 10 = Ofe).
Note that kK < Sc(n. — |e]) < (1+ Cwle|)So(ne — (14 Ch)le]). A Taylor expansion of Sy about
1o shows that

K < (1+ Cwle]) (So(no) + (ne — 10 — (L + C1)le]) (= fo(no) + o(1)))
=K+ (ne—no — (L + C1)le[)(—fo(no) + o(1)) + O(e)
= £ — (1 — 10) fo(mo) + o(ne — no) + Ofe). (3.11)

The fact that fy(n0) € (0,00) shows that 1. — 7y is bounded above by some O(€) sequence.
Similarly, K > Sc(n. + |€|) > (1 — Cwle|)So(ne + (1 + C1)|e]). Hence,

k> (1= Cwlel) (So(no) + (ne —no + (14 C1)le])(=folno) + o(1)))
= K — (N — 10) fo(no) + o(ne — n0) + OC(e).
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It follows that 1 — 1y is bounded below by some O(¢€) sequence. Combining these two bounds
shows that 7. — 19 = O(e), which immediately implies that 7. — 79 = max{O(¢),0} = O(e).

Step 4: First term of (3.9) is o(e).
We know that

Quo(W) — 70+ O0(€) < Qp (W) — 7. < Qpo(W) — 70+ Ole).

By C4), it follows that there exists some § > 0 such that sup| s Pro(Qu(W) = 7.) =
By the absolute continuity of Qw, with respect to Qw,o, SUp| <5 Prp.(Qpe(W) = 7.) = 0. It
follows that, for all small enough |e| and almost all u, d (u, w) = I(Qy(w) > 7.). Hence,

[ En 0] = 1)) (@ ) Qo

(1(Qpe > 7e) = I(Qbo > 70)) (Qbe — T0) dQwc

=

IN

1 1(Qbe > 7e) — 1(Qvo > 10)| (|Qvo — 70| + Cile]) dQwe

1(|1Qp0 — 70l < 1Qu0 — 70 — Qe + 7]) (|Qvo — 70| + Clle]) dQwe

IA
S 0O —mir—

[(0 < |Qb,0 - 7'0| < |Qb,0 —T0 — Qb,e + Te‘) (|Qb,0 - 7'0‘ + Cl|€’) dQW,e

IN

o / 1(0 < |Qy0 — 70| < O(€))dQuye

< O(e)(1 4 Cwle]) Pro (0 < [Qp0 — 10| < O(e)),

where the penultimate inequality holds by Step 3 and (3.7). The last line above is o(e)
because Pr(0 < X <€) — 0 as ¢ — 0 for any random variable X. Thus dividing the
left-hand side above by e and taking the limit as ¢ — 0 yields zero. O

Proofs for Section 3.5

We give the following lemma before proving Theorem 9.

Lemma 4. Let Py and P be distributions which satisfy the positivity assumption and for
which Y 1s bounded in probability. Let d be some stochastic treatment rule and T be some
real number. We have that V4(P) — V(Py) = —Ey[D(d, 19, P)(O)] + Ro(d, P).
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Proof of Lemma 4. Note that

Uy(P) — ¥ (Fy) + Eo[D(d, 19, P)(O)]

= \Ifd(P) — \Ifd<P0) + Z EPUXPO [D](d(Ua ')7 P)(O)]

+ Va(Fy) — W4y (Fo) — 10Ep, oy [d(U, W) — £].

Standard calculations show that the first term on the right is equal to Ryo(d, P) (van der
Laan and Robins, 2003). If 7y > 0, then (3.4) shows that 10Ep,«xp,[d — k| = T0Ep,xp,[d —
do). If 70 = 0, then obviously 70Ep,xp,[d — k] = T0Ep,xp,[d — dp]. Lemma 3 shows that
Uy(Py) — Vg, (Py) = Ep,xpy[(d— do)Qpo]. Thus the second line above is equal to Roy(d). [

Proof of Theorem 9. We make use of empirical process theory notation in this proof so that
Pf = Ep[f(O)] for a distribution P and function f. We have that

U(P,) = U(R)
= —PyD(d,, 10, P)) + Ro(d,, P)) (by Lemma 4)
= (P, — Py)D(d,,, 70, P}) + Ro(d,,, P}) + op,(n~/?) (by Condition C10))
= (P, — Py)Dy + (P, — Py)(D(dy, 70, PX) — Do) + Ro(dy, P).

The middle term on the last line is op,(n"/2) by C5), C6), C8), and C9) (van der Vaart and
Wellner, 1996), and the third term is op,(n~'/2) by C7). This yields the asymptotic linearity
result. Proposition 1 in Section 3.3 of Bickel et al. (1993) yields the claim about regularity
and asymptotic efficiency when conditions C2), C3), C4), and C5) hold (see Theorem 8). [

Proof of Lemma 2. We will show that 7, — 1y in probability, and then the consistency of
7, follows by the continuous mapping theorem. By C3), there exists an open interval N
containing 7y on which Sy is continuous. Fix n € N. Because @y, belongs to a Glivenko-
Cantelli class with probability approaching 1, we have that

1S.(n) = So()| = | PaI(Qun > 1) — PoI(Quo > 1)
< Py (I(Qon > 1) — I(Quo > )| + |(Pn = Po)I(Qpn > 1)
< |Po (I(Qvn > 1) = 1(Qb0 > 1) | +or, (1), (3.12)

-~

AT, (m)

where we use the notation Pf = Ep[f(O)] for any distribution P and function f. Let
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Zp(n)(w) 2 (1(Qpn(w) > n) — I(Qpo(w) > 77))2. The following display holds for all ¢ > 0:

Tu(n) < PoZn(n)
= P Zu(mI(1Qv0 — 1l > q) + PoZu(m)I(|Qu0 — 1l < )
= PoZn(n)I(1Qv0 — 1l > q) + PoZn(n)I1(0 < |Qvo — 1l < q) (3.13)
< PoZn(mI(1Qvm — Quol > @) + PoZn(m)1(0 < |Qpo — 1| < q) (3.14)

< Pro (|Qbn — Quol > q) +Pro (0 < Qo — 1| < q)

P, ) n ) )
< 0| @s, p Qv + Pry (O < |Qb,o —n| < q) :

Above (3.13) holds because C3) implies that Pro(Qpo = 1) = 0, (3.14) holds because Z,,(n) =
1 implies that |Qp, — Qb0| > |Qs0—n|, and the final inequality holds by Markov’s inequality.
The lemma assumes that Ey|Qp., — Qpo| = 0p,(1), and thus we can choose a sequence ¢, | 0
such that

Tn(’r]) < PI‘Q (0 < |Qb,0 - 7]| < Qn) + OPO(]‘)'

To see that the first term on the right is o(1), note that Pro(Qs0 = 1) = 0 combined with
the continuity of Sy on N yield that, for n large enough,

Pro (0 < [Quo — 1| < ¢n) = So(—an + 1) — So(qn + 7).

The right-hand side is o(1), and thus 7,(n) = op,(1). Plugging this into (3.12) shows that
Sn(n) — So(n) in probability. Recall that n € N was arbitrary.

Fix v > 0. For 7 small enough, 79 — 7 and 79+ are contained in N. Thus S, (ny —~) —
So(no—=) and S, (no+7) — So(no+7) in probability. Further, Sy(ny—-) > & by the definition
of ny and Sp(no + v) < k by Condition C2). It follows that, with probability approaching
1, Sp(no — ) > k and S, (1o +v) < k. But |, —no| > v implies that S,(no — ) < K or
Sn(no + ) > k, and thus |n, — no| < v with probability approaching 1. Thus 7, — 7o in
probability, and 7,, — 7y by the continuous mapping theorem. O]
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Chapter 4

Inference for Infinite-Dimensional
Parameters

4.1 Introduction

In this chapter, we present a general confidence procedure for testing that a possibly un-
known (but estimable function) has the same distribution as another possibly unknown (but
estimable) function when applied to the observed data structure. To reduce the risk of deriv-
ing misleading conclusions due to model misspecification, it is appealing to employ flexible
statistical learning tools to estimate these unknown functions. Unfortunately, inference is
usually extremely difficult when such techniques are used, because the resulting estimators
tend to be highly irregular. In the context of individualized medicine, this procedure can
be used to test whether or not the conditional average treatment effect function, which is
unknown but estimable from a sample of i.i.d. observations, is equal almost surely to zero.
We will formally define the conditional average treatment effect, also known as the blip
function, later in this Introduction. Throughout this chapter, we refer to this example as
our Motivating Example. In fact, the methods of this chapter can be used to test if the blip
function is almost surely equal to any fixed function f. Thus, as we note in the discussion,
this allows the user to construct a confidence set for this infinite-dimensional parameter.

Because most of this chapter is written in a more general setting than previous chapters,
we change a few of the notation restrictions introduced in Chapter 1. We still assume
that the observed data is given by O, ..., 0, drawn i.i.d. from some distribution F,, but
we now assume that the model M to which F, belongs is fully (locally) nonparametric.
Furthermore, we remove the restriction that O must take the form (W, A,Y") for covariates
W, binary treatment A, and outcome Y: while the support O of O takes this form in the
examples we consider in this chapter, our general presentation of this approach does not
make any assumptions on O.

We now formulate the problem that this chapter considers statistically. Suppose that
P — Sp and P — Rp are parameters mapping from M onto the space of univariate
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bounded real-valued measurable functions defined on O. For brevity, we will write R, £ Rp,
and Sy = Sp,. Our objective is to test the null hypothesis

Ho : Ro(O) £ Sp(0)

versus the complementary alternative H; : not Hy, where O follows the distribution P, and
the symbol £ denotes equality in distribution. We note that Ry(O) < So(0) if Ry = S, i.e.
Ry(O) = Sp(O) almost surely, but not conversely. The case where Sy = 0 is of particular
interest since then the null simplifies to Hy : Rg = 0. Because P, is unknown, R and Sy are
not readily available. Nevertheless, the observed data can be used to estimate Py and hence
each of Ry and Sy. The approach we propose will apply to functionals within a specified
class described later.

Before presenting our general approach, we describe some motivating examples. Consider
the data structure O = (W, A,Y’), where W is a collection of covariates, A is binary treatment
indicator, and Y is a bounded outcome, and suppose that O is distributed according to P.

Example 1 (Motivating Example): Testing a null conditional average treatment
effect.

We have already briefly introduced this example, but now we do so with notation. Let
Rp be the blip function, i.e.

RP(O)éEP<Y|A:17W:w)_EP(Y‘A:()7WZw>7
and let Sp = 0. In this case the null hypothesis corresponds to the absence of a
conditional average treatment effect.

Example 2: Testing for equality in distribution of regression functions in two popula-
tions.

Suppose the setting of the previous example, but where A represents membership to
population 0 or 1. Let

RP(O)éEP<Y|A:1,W:U}>,
Sp(0) = Ep (Y |A=0,W =w).

In this case the null hypothesis corresponds to the outcome having the conditional mean
functions, applied to a random draw of the covariate, having the same distribution
in these two populations. We note here that our formulation considers selection of
individuals from either population as random rather than fixed so that population-
specific sample sizes (as opposed to the total sample size) are themselves random. The
same interpretation could also be used for the previous example, now testing if the two
regression functions are equivalent.
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Example 3: Testing a null covariate effect on average response.

Suppose now that the data unit only consists of O £ (W,Y). If Rp(0) is defined as
Ep (Y | W =w) and Sp = 0, the null hypothesis corresponds to the outcome Y having
conditional mean zero in all strata of covariates. This may be interesting when zero
has a special importance for the outcome, such as when the outcome is the profit over
some period.

Example 4: Testing a null variable importance.

Suppose again that O 2 (W,Y) and W £ (W(1),W(2),...,W(K)). Denote by
W (—k) the vector (W (i) : 1 < i < K,i # k). Setting Rp(o) = Ep (Y | W =w)
and Sp(0) = Ep (Y | W(—k) = w(—k)), the null hypothesis corresponds to W (k) hav-
ing null variable importance in the presence of W (—k) with respect to the conditional
mean of Y given W in the sense that Ep (Y | W) = Ep (Y | W(—k)) almost surely.

This is true because if Ry(1V) gSO(T/V(—/’{:)), the latter random variables have equal
variance and so

Eo {Varp, [Ro(W) [ W(=K)]} = Varp, [Ro(W)] — Varp, {Eo [Ro(W) | W(=F)]}
= Varp, [Ro(W)] — Varp, [So(W(—k))] = 0,

implying that Varp [Ro(W) | W(—k)] = 0 almost surely. Thus, a test of Rp(O) equal
in distribution to Sp(O) is equivalent to a test of almost sure equality between Rp and
Sp in this example. We will show in Section 4.6 that our approach cannot be directly
applied to this example, but that a simple extension yields a valid test.

Gretton et al. (2006) investigated the related problem of testing equality between two
distributions in a two-sample problem. They proposed estimating the maximum mean dis-
crepancy (hereafter referred to as MMD), a non-negative numeric summary that equals zero
if and only if the two distributions are equal. In this chapter, we also utilize the MMD as a
parsimonious summary of equality but consider the more general problem wherein the null
hypothesis relies on unknown functions Ry and Sy indexed by the data-generating distribu-
tion F.

Other investigators have proposed omnibus tests of hypotheses of the form H, versus H;
in the literature. In the setting of our Motivating Example, the work presented in Racine
et al. (2006) and Lavergne et al. (2015) is particularly relevant. The null hypothesis of interest
in these papers consists of the equality Ey[Y|A, W] = Ey[Y|W] holding almost surely. If
individuals have a nontrivial probability of receiving treated in all strata of covariates, this
null hypothesis is equivalent to H,. In both of these papers, kernel smoothing is used
to estimate the required regression functions. Therefore, key smoothness assumptions are
needed for their methods to yield valid conclusions. The method we present does not hinge
on any particular class of estimators and therefore does not rely on this condition.

The chapter is organized as follows. In Section 4.2, we formally present our parameter
of interest, the squared MMD between two unknown functions. In Section 4.3 we estab-
lish asymptotic representations for this parameter based on its higher-order differentiability,
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which, as we formally establish, holds even when the MMD involves estimation of unknown
nuisance parameters. In Section 4.4, we discuss estimation of this parameter, discuss the
corresponding hypothesis test and study its asymptotic behavior under the null. We study
the consistency of our proposed test under fixed and local alternatives in Section 4.5. We
revisit our Motivating Example in Section 4.6. In Section 4.7, we present results from a
simulation study to illustrate the finite-sample performance of our test, and we end with
concluding remark in Section 4.8.
All proofs of our results can be found in Section 4.9.

4.2 Definition of the maximum mean discrepancy

For a distribution P and mappings 7" and U, we define

dTV(p / / ~[Te(on)=Ur(@2) 1P(0,)dP(05) (4.1)

and set O(P) £ ®FF(P) — 2015 (P) + &59(P). The MMD between the distributions of
Rp(O) and Sp(O) when O ~ P is given by /O(P) and is always well-defined because
©(P) is non-negative. Indeed, denoting by 6, the true parameter value O(Fp), Theorem 3
of Gretton et al. (2006) establishes that 6, equals zero if 3, holds and is otherwise strictly
positive. Though the study in Gretton et al. (2006) is restricted to two-sample problems,
their proof of this result is only based upon properties of © and therefore holds regardless
of the sample collected. Their proof relies on the fact that two random variables X and Y
with compact support are equal in distribution if and only if E[f(Y)] = E[f(X)] for every
continuous function f, and uses techniques from the theory of Reproducing Kernel Hilbert
Spaces (see, e.g., Berlinet and Thomas-Agnan, 2011, for a general exposition). We invite
interested readers to consult Gretton et al. (2006) — and, in particular, Theorem 3 therein
— for additional details. The definition of the MMD we utilize is based on the univariate
Gaussian kernel with unit bandwidth, which is appropriate in view of Steinwart (2002). The
results we present in this chapter can be generalized to the MMD based on a Gaussian kernel
of arbitrary bandwidth by simply rescaling the mappings R and S.

4.3 Differentiability of the parameter of interest

Review of first- and second-order pathwise differentiability

We review the definitions of first- and second-order pathwise differentiability before showing
that the MMD parameter O is sufficiently smooth to have these derivatives exist. Define the
following fluctuation submodel:
dPy(0) & (1 + thi(o) + t*ha(0)) dPy(0),
where Pyh; = 0 and sup |h;(0)] < 00,5 =1,2.
0O
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The function h; is a score, and the closure of the linear span of all such scores yields the
unrestricted tangent space L3(FPp), i.e. the set of Py mean zero functions in L*(F).

Let 6, 2 O(P,). The parameter O is called (first-order) pathwise differentiable at P, if
there exists a DY € L2(F) such that

91‘, — 90 = tP()Dl@hl + O(t)

We call D? the first-order canonical gradient of © at P, where we note that D®(0) is almost
surely unique because M is nonparametric. The canonical gradient D depends on P, but
this is omitted in the notation because we will only discuss pathwise differentiability at F.

A function f: O? — R is called (P) one-degenerate if it is symmetric and P f(o,-) = 0.
We will use the notation P?f = Ep2[f(O;,02)]. The parameter © is called second-order
pathwise differentiable at P if there exists some symmetric, one-degenerate, P square
integrable function DY such that

1 1
Ht — 00 :tP()Dl@hl + §t2P0D1®h2 + §t2 / / D?(Ol, 02)h1(01)h1 (OQ)dPO(OQ)d.Po(Ol) + O<t2).

First-order differentiability

To develop a test of Hy, we will first construct an estimator 6,, of 6,. In order to avoid
restrictive model assumptions, we wish to use flexible estimation techniques in estimating
Py and therefore 6y. To control the operating characteristics of our test, it will be crucial
to understand how to generate a parametric-rate estimator of 6y. For this purpose, it is
informative to first investigate the pathwise differentiability of © as a parameter from M to
R.

So far, we have not specified restrictions on the mappings Rp and Sp. However, in
our developments, we will require these mappings to satisfy certain regularity conditions.
Specifically, we will restrict our attention to elements of the class § of all mappings 71" for
which there exists some measurable function X7 defined on O such that

(S1) Tp is a measurable mapping with domain {X7(0) : 0 € O} and range contained in
[—b, ] for some 0 < b < oo independent of P;

(S2) there exists some § > 0 and a set O; C O with Py(0;) = 1 such that, for all (o,t;) €
01 x (=6,0), t = Tp,(zT) is twice differentiable at ¢; with uniformly bounded first and
second derivatives;

(S3) for any P € M and submodel dP;/dP = 1+ th for uniformly bounded h with Ph = 0,
there exists a function DL : O — R uniformly bounded (in P and o) such that

[ DE(0)dP(ola™) = 0 for almost all 0 € O and
d

Zr
dt P

/ DZ(o)h(0)dP(o]z")
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Condition (S1) ensures that 7" is bounded and only relies on a summary measure of an
observation O. Condition (S2) ensures that we will be able to interchange differentiation and
integration when needed. Condition (S3) is a conditional (and weaker) version of pathwise
differentiability in that the typical inner product representation only needs to hold for the
conditional distribution of O given X7 under P,. This concept is discussed further below.
We will verify in Section 4.6 that these conditions hold in the context of the motivating
examples presented earlier.

Remark 1. As a caution to the reader, we warn that simultaneously satisfying (S1) and (S3)
AN

may at times be restrictive. For example, if the observed data unit is O = (W (1), W(2),Y),
the parameter

Tp(o) £ Ep[Y | W(1) = w(1), W(2) = w(2)] - Ep[Y | W(1) = w(1)]

cannot generally satisfy both conditions. Section 4.6 provides a means to tackle this problem
using the techniques we have developed. In concluding remarks, we discuss a weakening of
our conditions, notably by replacing 8§ by the linear span of elements in 8. Consideration
of this larger class significantly complicates the form of the estimator we propose in Section
4.4. O

We are now in a position to discuss the pathwise differentiability of ©. For any elements
T,U € 8, we define

5 (01,00) = |2[Tp(01) = Up(02)] [Dp(05) = Dp(01)] +1
—{4[Tp(01) — Up(09)]* — 2} DE(01) DY (05) | e~ TP =Urloa))”

and set ['p & T'RE — TES _ 3R 4 T35, Note that ['p is symmetric for any P € M. For
brevity, we will write I§" and Iy to denote T'}Y and I'p,, respectively. The following theorem
characterizes the first-order behavior of © at an arbitrary P € M.

Theorem 11 (First-order pathwise differentiability of © over M). If R, S € 8, the parameter
O : M — R is pathwise differentiable at P € M with first-order canonical gradient given by
DP(P)(0) 2 2 [ Tp(0,02)dP(0s) — O(P)].

Under some conditions, it is straightforward to construct an asymptotically linear esti-
mator of 8y with influence function D?(PO), that is, an estimator 6,, of 6y such that

1 n
On — 0 =~ > " DP(Po)(0:) + op,(n™'?) .
=1

For example, the one-step Newton-Raphson bias correction procedure (see, e.g., Pfanzagl,
1982) or targeted minimum loss-based estimation (see, e.g., van der Laan and Rose, 2011) can
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be used for this purpose. If the above representation holds and the variance of DP(P,)(O)
is positive, then /n (6, —0y) ~ N(0,02), where the symbol ~» denotes convergence in
distribution and we write 02 2 P, [D?(PO)Q} . If o is strictly positive and can be consistently
estimated, Wald-type confidence intervals for 6, with appropriate asymptotic coverage can
be constructed.

The situation is more challenging if og = 0. In this case, v/n (6, — 6p) — 0 in probability
and typical Wald-type confidence intervals will not be appropriate. Because D (P,)(O) has
mean zero under P, this happens if and only if DP(Py) = 0. The following lemma provides
necessary and sufficient conditions under which oy = 0.

Corollary 2 (First-order degeneracy under Hy). If R, S € 8, it will be the case that oy = 0
if and only if either (i) Ho holds, or (ii) Ro(O) and So(O) are degenerate with DE = D5

The above results rely in part on knowledge of D& and Dj. It is useful to note that, in
some situations, the computation of D%(0) for a given T' € § and P € M can be streamlined.
This is the case, for example, if P — Tp is invariant to fluctuations of the marginal distribu-
tion of X7 as it seems (S3) may suggest. Consider obtaining i.i.d. samples of increasing size
from the conditional distribution of O given X7 = 27 under P, so that all individuals have
observed X” = z”. Consider the fluctuation submodel dP;(o|z”) £ [1 4 th(0)] dP(o|z™) for
the conditional distribution, where A is uniformly bounded and [ h(o)dP(o|z') = 0. Sup-
pose that (i) P~ Tp(xT) is differentiable at ¢t = 0 with respect to the above submodel and
(ii) this derivative satisfies the inner product representation

d
_T T
dt Pt(a: )

. = /ﬁITg(o\xT)h(o)dP(ohzT)

for some uniformly bounded function o + D}(olzT) with [ DL(o|zT)dP(olz”) = 0. If the
above holds for all z7, we may take D%(0) = D5(o|z”) for all o with X7 (0) = 2. If D% is
uniformly bounded in P, (S3) then holds.

In summary, the above discussion suggests that, if 7" is invariant to fluctuations of the
marginal distribution of X7, (S3) can be expected to hold if there exists a regular, asymptot-

ically linear estimator of each Tp(z”) under i.i.d. sampling from the conditional distribution
of O given XT = 2T implied by P.

Remark 2. If T is invariant to fluctuations of the marginal distribution of X7, one can
also expect (S3) to hold if P +— [Tp(X*(0))dP(0) is pathwise differentiable with canonical
gradient uniformly bounded in P and o in the model in which the marginal distribution of
X is known. The canonical gradient in this model is equal to DE. a

Second-order differentiability and asymptotic representation

As indicated above, if 0p = 0, the behavior of ©® around F, cannot be adequately character-
ized by a first-order analysis. For this reason, we must investigate whether © is second-order
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differentiable. As we discuss below, under Hy, © is indeed second-order pathwise differen-
tiable at Py and admits a useful second-order asymptotic representation.

Theorem 12 (Second-order pathwise differentiability under Hy). If R, S € 8§ and Hy holds,
the parameter © : M — R is second-order pathwise differentiable at Py with second-order
canonical gradient DS (Py) = 2I.

It is easy to confirm that Iy, and thus D9, is one-degenerate under H, in the sense
that [ To(0,02)dPy(02) = [To(01,0)dPy(01) = 0 for all o. This is shown as follows. For any
T,U € 8, the law of total expectation conditional on XV and fact that [ D{ (0)dPy(o|zV) =
yields that

[ T80, 0a)dPo(es) = [ {1~ 2(Th(0) ~ Un(oa)) D (0)} & 10U dPy 0s)

where we have written I'lY to denote I'tY. Since [ f(Ro(0))dPy(0) = [ f(So(0))dPy(0) for

each measurable function f when Sy(O) 2 T6(0), this then implies that [ TES(0,09)dPy(09) =
[ TER(0,09)dP(02) and [T'5%(0,09)dPy(02) = [T5%(0,02)dPy(02) under Hy. Hence, it fol-
lows that [ To(0,02)dPy(02) = 0 under Hy for any o.

If second-order pathwise differentiability held in a sufficiently uniform sense over M, we
would expect

Rem§ 2 ©(P) ~O(R) — (P~ P)DY(P) + L (P — Py’ D(P) (4.2)

to be a third-order remainder term. However, second-order pathwise differentiable has only
been established under the null, and in fact, it appears that © may not generally be second-
order pathwise differentiable under the alternative. As such, DY may not even be defined
under the alternative. In writing (4.2), we either naively set DS (P) £ 2I'p, which is not
appropriately centered to be a candidate second-order gradient or instead take DS to be the
centered extension (o1,02) — 2 [['p(01,02) — [Tp(o1,0)dP(0) — [T p(0,02)dP(0 )—I—P2Fp].
Both of these choices yield the same expression above because the product measure (P — Py)?
is self-centering. The need for an extension renders it a priori unclear whether as P tends
to Py the behavior of Rem$ is similar to what is expected under more global second-order
pathwise differentiability. Using the fact that ©(P) = P?T'p, we can simplify the expression
n (4.2) to

Rem© = P2T'p — 6, . (4.3)

As we discuss below, this remainder term can be bounded in a useful manner, which allows
us to determine that it is indeed third-order.
Forall T'e 8§, P € M and o € O, we define

Remb(0) & Tp(o) — Ty(o) + /D}Z(ol) [dP(olle) — dP0(01|xT)}
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as the remainder from the linearization of 7" based on the conditional gradient DL. Typically,
Rem$(0) is a second-order term. Further consideration of this term in the context of our
motivating examples is described in Section 4.6. Furthermore, we define

L7 (0) £ max {|Remf(0)|,| RemP (o)}

Mp®(0) & max{|Rp(0) — Ro(0)],|Sp(0) = So(0)[} -
For any given function f : O — R, we denote by | f|, , = [/ 1/(0)[PdPo(0) }Up the LP(Pp)-

norm and use the symbol < to denote ‘less than or equal to up to a positive multiplicative
constant’. The following theorem provides an upper bound for the remainder term of interest.

Theorem 13 (Upper bounds on remainder term). For each P € M, the remainder term
admits the following upper bounds:

Under Hy : |Rem$ | Kop = HLﬁSH27P0 |MF

Kuip 2 (|15, p, + || M7

Nog, + N5 g, + 12,

S
. (S} S
Under H, : |Remp| < H27PO .

To develop a test procedure, we will require an estimator of F,, which will play the
role of P in the above expressions. It is helpful to think of parametric model theory when
interpreting the above result, with the understanding that certain smoothing methods, such
as higher-order kernel smoothing, can achieve near-parametric rates in certain settings. In

a parametric model, we could often expect HL%SHEPO and ||M1}§SHP7PO to be Op,(n™') and

Op, (n_l/ 2), respectively, for p > 1. Thus, the above theorem suggests that the approximation
error may be Op(n~%?) in a parametric model under H,. In some examples, it is reasonable
to expect that LES = 0 for a large class of distributions P. In such cases, the upper bound on
Rem$ simplifies to ||M pisd Hi Py under 3y, which under a parametric model is often Op,(n~?).

4.4 Proposed test: formulation and inference under
the null

Formulation of test

We begin by constructing an estimator of 6y from which a test can then be devised. Using
the fact that ©(P) = P?T'p, as implied by (4.3), we note that if I’y were known, the U-
statistic U, I'y would be a natural estimator of 6y, where U,, denotes the empirical measure
that places equal probability mass on each of the n(n — 1) points (O;, O;) with ¢ ;é j. In
practice, I'y is unknown and must be estimated. This leads to the estimator 6, £ U,I',,
where we write I'), F for some estimator P of P, based on the available data. Since a
large value of 6, is 1nc0n51stent with Hy, we will reject Hy if and only if 6, > ¢, for some
appropriately chosen cutoff ¢,.
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In the nonparametric model considered, it may be necessary, or at the very least desirable,
to utilize a data-adaptive estimator P, of Py when constructing I',,. Studying the large-
sample properties of 6, may then seem particularly daunting since at first glance we may
be led to believe that the behavior of 6,, — 6y is dominated by P? (T, — I'y). However, this
is not the case. As we will see, under some conditions, 6, — 6y will approximately behave
like (U, — P#)Ty. Thus, there will be no contribution of ]5n to the asymptotic behavior
of 0,, — 6y. Though this result may seem counterintuitive, it arises because ©(P) can be
expressed as P?I'p with I'p a second-order gradient (or rather an extension thereof) up to a
proportionality constant. More concretely, this surprising finding is a direct consequence of
(4.3).

Remark 3. As further support that 6, may indeed be expected to have good properties,
even when a data-adaptive estimator B, of P, has been used, we note that 6,, could also have
been derived using a second-order one-step Newton-Raphson construction, as described in
Robins et al. (2008). The latter is given by

. “ 1 A
O = O(Pn) + PuDY(P) + SUn D (P

where we use the centered extension of DS as discussed in Section 4.3. Here and throughout,
P, denotes the empirical distribution. It is straightforward to verify that indeed 6, =
en,NR- u

Inference under the null
Asymptotic behavior

For each P € M, we let r p be the Py-centered modification of I'p given by

(01,02) = I'p(01,00) = I'p(01,00) — /Fp(ol,o)dPo(o) — /Fp(o, 02)dPy(0) + PTp

and denote T Py by [o. While I‘o ['y under Hy, this is not true more generally Below, we
use Rem® and T',, to respectively denote Rem® and I'p evaluated at P = P,. Straightforward
algebraic manipulations allows us to write

0, — 0y = U, — 0y = UL, — BT, + PT, — 6
= (U, — P§) T, + Remy
= U,y +2(P, — Py) Bl + U, (fn - FO) + Rem® . (4.4)

Our objective is to show that n (6,, — 6p) behaves like nU, I’y as n gets large under H,. In
view of (4.4), this will be true, for example, under conditions ensuring that

Cl) n(P, — Py)PI',, = op,(1) (empirical process and consistency conditions);



CHAPTER 4. INFERENCE FOR INFINITE-DIMENSIONAL PARAMETERS 70

C2) nU, (f’n -T 0) = op,(1) (U-process and consistency conditions);

C3) nRem? = 0p,(1) (consistency and rate conditions).

We have already argued that C3) is reasonable in many examples of interest, including those
presented in this chapter. Nolan and Pollard (1987, 1988) developed a formal theory that
controls terms of the type appearing in C2). In the Supplementary Material of Luedtke
et al. (2015), we restate specific results from these authors which are useful to to study C2).
Finally, the following lemma gives sufficient conditions under which C1) holds. We first set

2
K A | [RS

L
27P0

Py

17P0

Lemma 5 (Sufficient conditions for C1)). Suppose that oy — [ T (01,0)dPy(0)/ K1y, defined
to be zero if K1, = 0, belongs to a Py-Donsker class with probability tending to 1. Then,
under H,

Kin
(Pn — Po)P()Fn = OPO <ﬁ>

and thus C1) holds whenever K,, = op,(n~"/?).

The following theorem describes the asymptotic distribution of n#,, under the null hy-
pothesis whenever conditions C1), C2) and C3) are satisfied.

Theorem 14 (Asymptotic distribution under Hy). Suppose that C1), C2) and C3) hold.
Then, under Hy,

nf, = nU,To +op, (1) ~ > M (27 = 1),
k=1

where {\¢}32, are the eigenvalues of the integral operator h(o) — [ To(o1,0)h(0)dPy(01)
repeated according to their multiplicity, and {Z;}52, is a sequence of independent standard
normal random variables. Furthermore, all of these eigenvalues are nonnegative under H,.

We note that by employing a sample splitting procedure — namely, estimating [y on
one portion of the sample and constructing the U-statistic based on the remainder of the
sample — it is possible to eliminate the U-process conditions required for C2). In such a case,
satisfaction of C2) only requires convergence of T',, to I'y with respect to the L?(PZ)-norm.

Estimation of the test cutoff

As indicated above, our test consists of rejecting H, if and only if 6, is larger than some
cutoff ¢,. We wish to select ¢, to yield a non-conservative test at level a € (0,1). In view
of Theorem 14, denoting by ¢;_, the 1 — o quantile of the described limit distribution, the
cutoff ¢, should be chosen to be ¢;_,/n. We thus reject Hy if and only if nf, > ¢1_o. As
described in the following corollary, ¢;_, admits a very simple form when Sp = 0 for all P.
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Corollary 3 (Asymptotic distribution under Hy, S degenerate). Suppose that C1), C2) and
C3) hold, that Sp = 0 for all P € M, and that 0% = Varp, [D(I)%(O)} > 0. Then, under Ho,

nb,,

5 ~ 72— 1,
20%

where Z is a standard normal random variable. It follows then that ¢1_, = 20%(2?_0&/2 —1),
where z1_q/9 is the (1 — a/2) quantile of the standard normal distribution.

The above corollary gives an expression for ¢;_, that can easily be consistently estimated
from the data. In particular, one can use §_o = Q(Z'fﬂy/2 —1)P,DE(P,)? as an estimator
of ¢1_o, whose consistency can be established under a Glivenko-Cantelli and consistency
condition on the estimator of DE. However, in general, such a simple expression will not
exist. Gretton et al. (2009) proposed estimating the eigenvalues vy of the centered Gram
matrix and then computmg )\k = v/n. In our context, the eigenvalues vy, are those of the
n x n matrix G £ {Gy;}1<i j<n With entries defined as

Gy 2 T,(0:,0;) ——ZF (O, O Zr (0;,0p) +—ZZF (Ok, Oy) . (4.5)

k=1 k=1 ¢=1

Given these n eigenvalue estimates Ay, ..., A, one could then simulate from py- Me(Z2—1)
to approximate Y .-, Ag(Zf — 1). While this seems to be a plausible approach, a formal
study establishing regularity conditions under which this procedure is valid is beyond the
scope of this chapter. We note that it also does not fall within the scope of results in Gretton
et al. (2009) since their kernel does not depend on estimated nuisance parameters. We refer
the reader to Franz (2006) for possible sufficient conditions under which this approach may
be valid.

In practice it suffices to give a data-dependent asymptotic upper bound on ¢;_,. We
will refer to ¢, which depends on P,, as an asymptotic upper bound of ¢, if

limsup Prg (n6, > ¢{*,) < 1—a. (4.6)

n—oo

If q;_, is consistently estimated, one possible choice of §°  is this estimate of ¢;_, — the
inequality above would also become an equality provided the conclusion of Theorem 14 holds.
It is easy to derive a data-dependent upper bound with this property using Chebyshev’s

inequality. To do so, we first note that

> M (2,3—1)] = ) M Varp, (Z) = 2> A\ = 2PTS,
k=1 k=1

k=1

Var Py

where we have interchanged the variance operation and the limit using the L? martingale
convergence theorem and the last equality holds because A\, £ = 1,2, ..., are the eigenvalues
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of the Hilbert-Schmidt integral operator with kernel T'y. Under mild regularity conditions,
PZT2 can be consistently estimated using U, I'2. Provided PT3 > 0, we find that

(20,12) "0, ~ (2P2T2) Y N (22 1) (4.7)
k=1

where the limit variate has mean zero and unit variance. The following theorem gives a valid
choice of G¥%;.

Theorem 15. Suppose that C1), C2) and C3) hold. Then, under Hy and provided U,T'? —

P2T2 > 0 in probability, 2% 2 6.2 - (U,I'2)"? > qo.95 is a valid upper bound in the sense of

(4-6).

The proof of the result follows immediately by noting that P(X > t) < (1+¢?)~! for any
random variable X with mean zero and unit variance in view of the one-sided Chebyshev’s
inequality. This illustrates concretely that we can obtain a consistent test that controls type
I error. In practice, we recommend either using the result of Corollary 3 whenever possible
or estimating the eigenvalues of the matrix in (4.5). Nonetheless, we generally recommend
either using the result of Corollary 3 whenever possible or estimating the eigenvalues of the
matrix in (4.5).

We note that the condition 0% > 0 holds in many but not all examples of interest.
Fortunately, the plausibility of this assumption can be evaluated analytically. In Section 4.6,
we show that this condition does not hold in Example 4 and provide a way forward despite
this.

4.5 Asymptotic behavior under the alternative

Consistency under a fixed alternative

We present two analyses of the asymptotic behavior of our test under a fixed alternative.
The first relies on P, providing a good estimate of Fy. Under this condition, we give an inter-
pretable limit distribution that provides insight into the behavior of our estimator under the
alternative. As we show, surprisingly, P, need not be close to Py to obtain an asymptotically
consistent test, even if the resulting estimate of 6y is nowhere near the truth. In the second
analysis, we give more general conditions under which our test will be consistent under H;.

Nuisance functions have been estimated well

As we now establish, our test has power against all alternatives Py except for the fringe cases
discussed in Corollary 2 with 'y one-degenerate. We first note that

0, — 0y = U,y —0y = 2(P, — P)P,I',, + U,T, + Rem$
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When scaled by /n, the leading term on the right-hand side follows a mean zero normal
distribution under regularity conditions. The second summand is typically Op,(n™') under
certain conditions, for example, on the entropy of the class of plausible realizations of the
random function (o1,02) + I',(01,02) (Nolan and Pollard, 1987, 1988). In view of the
second statement in Theorem 13, the third summand is a second-order term that will often be
negligible, even after scaling by \/n. As such, under certain regularity conditions, the leading
term in the representation above determines the asymptotic behavior of 6, as described in
the following theorem.

Theorem 16 (Asymptotic distribution under ;). Suppose that Ky, = op,(n~'/?), that
UL, = op,(n~Y?), and furthermore, that o + [T, (01,0)dPy(0) belongs to a fived Py-
Donsker class with probability tending to 1 while || Py (I'y — To)lly 5, = 0o, (1). Under 3, we
have that \/n (6, — 6o) ~ N (0,7%), where 72 = 4 Varp, [ [ To(O, 0)dPy(0)].

In view of the results of Section 4.2, 72 coincides with o3, the efficiency bound for regular,
asymptotically linear estimators in a nonparametric model. Hence, 6,, is an asymptotically
efficient estimator of 6y under H;.

The following corollary is trivial in light of Theorem 16. It establishes that the test
nb, > ¢i° . is consistent against (essentially) all alternatives provided the needed components
of the likelihood are estimated sufficiently well.

Corollary 4 (Consistency under a fixed alternative). Suppose the conditions of Theorem 16.
Furthermore, suppose that 72 > 0 and ¢*°,, = op,(n). Then, under H,, the test nf, > ¢,
15 consistent in the sense that

lim Prq (nd, > quuﬁa) =1.

n—oo

The requirement that ¢**_, = op,(n) is very mild given that q;_, will be finite whenever
R,S € 8. As such, we would not expect ¢, to get arbitrarily large as sample size grows, at
least beyond the extent allowed by our corollary. This suggests that most non-trivial upper

bounds satisfying (4.6) will yield a consistent test.

Nuisance functions have not been estimated well

We now consider the case where the nuisance functions are not estimated well, in the sense
that the consistency conditions of Theorem 16 do not hold. In particular, we argue that
failure of these conditions does not necessarily undermine the consistency of our test. Let
G, be the estimated cutoff for our test, and suppose that ¢, = op,(n). Suppose also
that PZT, is asymptotically bounded away from zero in the sense that, for some § > 0,
Pro (PET,, > 6) tends to one. This condition is reasonable given that PiTy > 0 under H;
and ]5” is nevertheless a (possible inconsistent) estimator of Py. Assuming that U,I', =
Op,(n~'/2), which is true under entropy conditions on I',, (Nolan and Pollard, 1987, 1988),
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we have that

sub

Pro (nd, > ¢*,) = Pro (\/ﬁtunrn > %—\/—_: - \/ﬁpgrn) — 1.

We have accounted for the random n~/2¢  term as in the proof of Corollary 4. Of course,
this result is less satisfying than Theorem 16, which provides a concrete limit distribution.

1/2

Consistency under a local alternative

We consider local alternatives of the form
dQn(0) = [1+ n_l/th(o)] dPy(o),

where h,, — h in L(P,) for some non-degenerate h and P, satisfies the null hypothesis 3.
Suppose that the conditions of Theorem 14 hold. By Theorem 2.1 of Gregory (1977), we
have that

ULy % > N [(Zk+ (fr i) = 1],
k=1

where U, is the U-statistic empirical measure from a sample of size n drawn from @, (-, )
is the inner product in L?(F), Z; and A, are as in Theorem 14, and f; is the eigenfunction
corresponding to eigenvalue A\, described in Theorem 14. By the contiguity of @Q,, the
conditions of Theorem 14 yield that the result above also holds with U,I'y replaced by
U, I',,, our estimator applied to a sample of size n drawn from Q,,.

If each \j is non-negative, the limiting distribution under @),, stochastically dominates the
asymptotic distribution under P,, and furthermore, if { fx, h) # 0 for some k with A, > 0, this
dominance is strict. It is straightforward to show that, under the conditions of Theorem 14,
the above holds if and only if lim inf,, \/nO(Q,,) > 0, that is, if the sequence of alternatives is
not too hard. Suppose that ¢;_, is a consistent estimate of ¢;_,. By Le Cam’s third lemma,
(1—« 1is consistent for ¢;_, even when the estimator is computed on samples of size n drawn
from @),, rather than F,. This proves the following theorem.

Theorem 17 (Consistency under a local alternative). Suppose that the conditions of The-
orem 14 hold. Then, under 3y and provided liminf, ., v/nO(Q,) > 0, the proposed test is
locally consistent in the sense that lim,, o Qn (06, > §1-o) > .

4.6 Illustrations

We now return to each of our examples. We first show that Examples 1, 2 and 3 satisfy
the regularity conditions described in Section 4.2. Specifically, we show that all involved
parameters R and S belong to § under reasonable conditions. Furthermore, we determine
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explicit remainder terms for the asymptotic representation used in each example and de-
scribe conditions under which these remainder terms are negligible. For any 7' € 8, we will
use the shorthand notation Ty(z") £ £Tp,(27)|,_; for  in a neighborhood of zero.

Example 1 (Motivating Example) (Continued).
The parameter S with Sp = 0 belongs to § trivially, with D3 = 0. Condition (S1) holds
with 2%(0) = w. Condition (S2) holds using that

Ny L+ thy(w,a,) + *hy(w, a,y)
Ri(w) = ;(—1) + /y{l o[ (w, AY)]| + 2 Eo[h(w, A, V)] } dPy(yla,w) . (4.8)

Since we must only consider h; and hy uniformly bounded, for ¢ sufficiently small, we see that
R (w) is twice continuously differentiable with uniformly bounded derivatives. Condition
(S3) is satisfied by

20 — 1

Dg(O)éP(A:cMW:w)

{y—EplY |A=a,W =uwl}

and D3 = 0. If min, P (A = a | W) is bounded away from zero with probability 1 uniformly
in P, it follows that (P,0) — D{¥(0) is uniformly bounded.
Clearly, we have that Remg = 0. We can also verify that Remﬁ (0) equals

21}—””50 -

The above remainder is double robust in the sense that it is zero if either the treatment
mechanism (i.e., the probability of A given W) or the outcome regression (i.e., the expected
value of Y given A and W) is correctly specified under P. In a randomized trial where the
treatment mechanism is known and specified correctly in P, we have that Rerng = 0 and
thus LS = 0. More generally, an upper bound for Rem®% can be found using the Cauchy-
Schwarz inequality to relate the rate of HRem}@HQ’ p, to the product of the L?(Py)-norm for

the difference between each of the treatment mechanism and the outcome regression under
P and Po.

a|w)
alw)

[Ep (Y | A, W) — By (Y | A, W)] ‘ A:&,W:w}.

Example 2 (Continued).
For (S1) we take 2 = 2% = w. Condition (S2) can be verified using an expression similar
to that in (4.8). Condition (S3) is satisfied by

P(A:a|W:w)[
1—a
P(A:a|W:w)[

DE(0) 2 y— Ep (Y] A=a,W=uw)

Do) 2 y—Ep(Y | A=a,W =w)] .
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If min, P (A =a | W) is bounded away from zero with probability 1, both (P, 0) — DE(0)
and (P,0) — D (0) are uniformly bounded.
Similarly to Example 1, we have that Rem®(0) is equal to

E%P—?éjj”vmg [Ep (Y | A,W) — Eg (Y | A, W)] ‘ Azl,W:w}.

The remainder Rem? (o) is equal to the above display but with A = 1 replaced by A = 0.
The discussion about the double robust remainder term from Example 1 applies to these
remainders as well.

Example 3 (Continued).

The parameter S is the same as in Example 1. The parameter R satisfies (S1) with
2f(0) = w and (S2) by an identity analogous to that used in Example 1. Condition (S3) is
satisfied by DE(0) £ y— Ep (Y | W = w). By the bounds on Y, (P, 0) — D%(0) is uniformly
bounded. Here, the remainder terms are both exactly zero: Rem® = Rem?% = 0. Thus, we
have that L% = 0 in this example.

The requirement that Varp, [D(])%(O)] > 0 in Corollary 3, and more generally that there
exist a nonzero eigenvalue \; for the limit distribution in Theorem 14 to be non-degenerate,
may at times present an obstacle to our goal of obtaining asymptotic control of the type I
error. This is the case for Example 4, which we now discuss further. Nevertheless, we show
that with a little finesse the type I error can still be controlled at the desired level for the
given test. In fact, the test we discuss has type I error converging to zero, suggesting it may
be noticeably conservative in small to moderate samples.

Example 4 (Continued).
In this example, one can take ¥ = w and #° = w(—k). Furthermore, it is easy to show
that

DE(0) = Y — Ep[Y|W =u]
D$(0) = Y — EplY W (—k) = w(—k)] .

The first-order approximations for R and S are exact in this example as the remainder terms
Rem?% and Rem? are both zero. However, we note that if Ep (Y | W) = Ep (Y | W(—k))
almost surely, it follows that DE = D3. This implies that ['y = 0 almost surely under H.
As such, under the conditions of Theorem 14, all of the eigenvalues in the limit distribution
of n#, in Theorem 14 are zero and nf, — 0 in probability. We are then no longer able to
control the type I error at level «, rendering our proposed test invalid.

Nevertheless, there is a simple albeit unconventional way to repair this example. Let A
be a Bernoulli random variable, independent of all other variables, with fixed probability of
success p € (0,1). Replace Sp with o — Ep (Y | A =1, W(—k) = w(—k)) from Example 2,



CHAPTER 4. INFERENCE FOR INFINITE-DIMENSIONAL PARAMETERS 7

yielding then "
D30) = 2 fy = Er (Y | AW(=H) = (k)]

It then follows that DE #£ D3 and in particular I'y is no longer constant. In this case, the
limit distribution given in Theorem 14 is non-degenerate. Consistent estimation of ¢;_, thus
yields a test that asymptotically controls type I error. Given that the proposed estimator
0,, converges to zero faster than n~!, the probability of rejecting the null approaches zero as
sample size grows. In principle, we could have chosen any positive cutoff given that né, — 0
in probability, but choosing a more principled cutoff seems judicious.

Because p is known, the remainder term Remfp is equal to zero. Furthermore, in view of
the independence between A and all other variables, one can estimate Fy (Y | A =0, W(—k))
by regressing Y on W (—k) using all of the data without including the covariate A.

4.7 Simulation studies

In simulation studies, we have explored the performance of our proposed test in the context
of our Motivating Example, and have also compared our method to the approach of Racine
et al. (2006) for which software is readily available — see, e.g., the R package np (Hayfield
and Racine, 2008). We report the results of our simulation studies in this section.

Simulation scenario 1

We use an observed data structure (W, A,Y), where W & (W, W, ..., Ws) is drawn from
a standard 5-dimensional normal distribution, A is drawn according to a Bernoulli(0.5)
distribution, and Y = p(A, W) + 5£(A, W), where the different forms of the conditional
mean function p(a,w) are given in Table 4.1, and £(a,w) is a random variate following a
Beta distribution with shape parameters a = 3logit™ ' (aw,) and 8 = 2logit™'[(1 — a)w]
shifted to have mean zero.

We performed a test of the null in which p(1, W) is equal to p(0,W) almost surely as
presented in our Motivating Example. Our estimate P, of P, was constructed using the
knowledge that Py (A =1|W) = 1/2, as would be available, for example, in the context
of a randomized trial. The conditional mean function p(a,w) was estimated using the
ensemble learning algorithm Super Learner (van der Laan et al., 2007), as implemented in the
SuperLearner package (Polley and van der Laan, 2013). This algorithm was implemented
using 10-fold cross-validation to determine the best convex combination of regression function
candidates minimizing mean-squared error using a candidate library consisting of SL.rpart,
SL.glm.interaction, SL.glm, SL.earth, and SL.nnet. We used the results of Corollary 3
to evaluate significance.

We ran 1000 Monte Carlo simulations with samples of size 125, 250, 500, 1000, and 2000,
except for the np package, which we only ran for 500 Monte Carlo simulations due to its
burdensome computation time. For our Motivating Example we compared our approach
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IS]
»

pla, w)
Simulation la  m(a,w) X
Simulation 1b  m(a, w) + 0.4[aws + (1 — a)wy]
Simulation 1¢  m(a, w) + 0.8aws

Table 4.1: Conditional mean function in each of three simulation settings within simulation
scenario 1. Here, m(a,w) = 0.2 (w? + wy — 2wswy), and the third and fourth columns indi-
cate, respectively, whether (1, W) and p(0, W) are equal in distribution or almost surely.
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Figure 4.1: Empirical probability of rejecting the null when testing the null hypothesis that
w(1, W) — (0, W) is equal in probability to zero in Simulation 1.

with that of Racine et al. (2006) using the npsigtest function from the np package. This
requires first selecting a bandwidth, which we did using the npregbw function, specifying
that we wanted a local linear estimator and the bandwidth to be selected using the cv.aic
method (Hayfield and Racine, 2008).

Figure 4.1 displays the empirical coverage of our approach as well as that resulting from
use of the np package. At smaller sample sizes, our method does not appear to control type
I error near the nominal level. This is likely because we use an asymptotic result to compute
the cutoff, even when the sample size is small. Nevertheless, as sample size grows, the type
I error of our test approaches the nominal level. We note that in Racine et al. (2006), unlike
in our proposal, the bootstrap was used to evaluate the significance of the proposed test. It
will be interesting to see if applying a bootstrap procedure at smaller sample sizes improves
our small-sample results. At larger sample sizes, it appears that the method of Racine et al.
slightly outperforms our approach in terms of power in simulation scenarios la and 1b.

Simulation scenario 2: higher dimensions

We also explored the performance of our method as extended to tackle higher-dimensional
hypotheses, as discussed in Section 4.8. To do this, we used the same distribution as
for Simulation 1 but with Y now a 20-dimensional random variable. Our objective here
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Figure 4.2: Probability of rejecting the null when testing the null hypothesis that (1, W) —
(0, W) is equal in probability to zero in Simulation 2.

was to test u(1,W) — u(0,W) is equal to (0,0,...,0) in probability, where u(a,w) =
(11 (@, w), pa(a,w), ..., pao(a, w)) with pj(a,w) = Ey(Y; | A=a,W =w). Conditional on
A and W, the coordinates of Y are independent. We varied the number of coordinates that
represent signal and noise. For signal coordinate j, given A and W, 20Y; was drawn from
the same conditional distribution as Y give A and W in Simulation lc. For noise coordinate
J, given A and W, 20Y; was drawn from the same conditional distribution as Y given A and
W in Simulation 1la.

Relative to Simulation 1, we have scaled each coordinate of the outcome to be one
twentieth the size of the outcome in Simulation 1. Apart from the Gaussian kernel with
bandwidth one, which we have adopted throughout this chapter, we considered defining the
MMD with a Gaussian kernel with bandwidth 1/2. Alternatively, this could be viewed as
considering bandwidths 1/20 and 1/40 if the outcome had not been scaled by 1/20.

We ran the same Super Learner to estimate p(1,w) as in Simulation 1, and we again
treated the probability of treatment given covariates as known. We evaluated significance
by estimating all of the positive eigenvalues of the centered Gram matrix for n = 125 and
the largest 200 positive eigenvalues of the centered Gram matrix for n > 125.

In Figure 4.2, the empirical null rejection probability is displayed for our proposed MMD
method based on bandwidths 1 and 1/2. Our proposal appears to control type I error well
at moderate to large sample sizes (i.e., n > 500). We did not include the results for sample
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size 125 in the figure because type I error control was too poor. In particular, for zero signal
coordinates, the probability of rejection was 0.24 for bandwidth 1 and 0.33 for bandwidth
1/2. For a signal of 5, the empirical probability of rejection decreases between a sample size
of 250 and 500, likely due to the poor type I error control at sample size 250. Nonetheless,
this simulation shows that, overall, our method indeed has increasing power as sample size
grows or as the number of coordinates j for which y;(1, W) — 1;(0, W) not equal to zero in
probability increases. This figure also highlight that the bandwidth may be an important
determinant of finite-sample power, therefore warranting further scrutiny in future work.

4.8 Concluding remarks

We have presented a novel approach to test whether two unknown functions are equal in
distribution. Our proposal explicitly allows, and indeed encourages, the use of flexible, data-
adaptive techniques for estimating these unknown functions as an intermediate step. Our
approach is centered upon the notion of maximum mean discrepancy, as introduced in Gret-
ton et al. (2006), since the MMD provides an elegant means of contrasting the distributions
of these two unknown quantities. In their original paper, these authors showed that the
MMD, which in their context tests whether two probability distributions are equal using n
random draws from each distribution, can be estimated using a U- or V-statistic. Under
the null hypothesis, this U- or V-statistic is degenerate and converges to the true parame-
ter value quickly. Under the alternative, it converges at the standard n~'/? rate. Because
this parameter is a mean over a product distribution from which the data were observed,
it is not surprising that a U- or V-statistic yields a good estimate of the MMD. What is
surprising is that we were able to construct an estimator with these same rates even when
the null hypothesis involves unknown functions that can only be estimated at slower rates.
To accomplish this, we used recent developments from the higher-order pathwise differentia-
bility literature. This appears to be the first use of these developments to address an open
methodological problem. Our simulation studies indicate that our asymptotic results are
meaningful in finite samples, and that in specific examples for which other methods exist,
our methods generally perform at least as well as these established, tailor-made methods. Of
course, the great appeal of our proposal is that it applies to a much wider class of problems.

We conclude with several possible extensions of our method that may increase further
its applicability and appeal.

1. Although this condition is satisfied in our Motivating Example and two of the three
other examples discussed in the introduction, requiring R and S to be in 8§ can be
somewhat restrictive. Nevertheless, it appears that this condition may be weakened by
instead requiring membership to 8*, the class of all parameters T' for which there exist
some M < oo and elements 7%, 72,..., 7™ in 8 such that T = "M 7. While the
results in our paper can be established in a similar manner for functions in this general-
ized class, the expressions for the involved gradients are quite a bit more complicated.
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Specifically, we find that, for T,U € 8* with T' = z%zl T and U = Zle U’, the
quantity TEY (01, 09) equals

L
e—[TP(m)—UP(Oz)]2 + Z EP {2 [TP(Ol) — UP(O)] e_[TP( = l’gﬂ} Dgg (02)
/=1
M
=3 B {2(76(0) ~ Uplon)] e 7O~V | X7 = 47"} DE" (o))
m=1
L M
-3 Ep [{4 [Tp(01) — Up(Oy)]? — 2}
{=1 m=1

—[Tp(01)-Up(02))?

x e XT¢ = T XU = Um]DT[(ol)DU (02) .

In particular, we note the need for conditional expectations with respect to X" and
X" in the definition of I', which could render the implementation of our method more
difficult. While we believe this extension is promising, its practicality remains to be
investigated.

2. While our paper focuses on univariate hypotheses, our results can be generalized to
higher dimensions. Suppose that P+ Rp and P~ Sp are R%valued functions on O.
The class 84 of allowed such parameters can be defined similarly as 8, with all original
conditions applying componentwise. The MMD for the vector-valued parameters R
and S using the Gaussian kernel is given by ©4(P) £ ®FE(P) — 2059(P) + &55(P),
where for any T, U € §; we set

©;"(P) £ / / e~ ITr(e)=Ur@)I* gp(0,)dP(0s) .
It is not difficult to show then that, for any T,U € 84(F), T'y%(01,02) is given by

2[Tp(01) — Up(02)] [Dp(02) — Dp(01)] +1

— 2D%(or) {2[Te(01) — Up(02)] [To(01) — Up(03)] — 1d} DY (o) | ITrlon-Urtenll”,

where Id denotes the d-dimensional identity matrix and A’ denotes the transpose of a
given vector A. Using these objects, the method and results presented in this chapter
can be replicated in higher dimensions rather easily.

3. Our results can be used to develop confidence sets for infinite-dimensional parameters
by test inversion. Consider a parameter T' satisfying our conditions. Then one can test
if Ry £ T, — f is equal in distribution to zero for any fixed function f that does not
rely on P. Under the conditions given in this chapter, a 1 — a confidence set for T is
given by all functions f for which we do not reject Hy at level . The blip function
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from our Motivating Example is a particularly interesting example, since a confidence
set for this parameter can be mapped into a confidence set for the sign of the blip
function, i.e. the optimal individualized treatment strategy. We would hope that the
omnibus nature of the test implies that the confidence set does not contain functions
f that are “far away” from Tj, contrary to a test which has no power against certain
alternatives. Formalization of this claim is an area of future research.

4. To improve upon our proposal for nonparametrically testing variable importance via
the conditional mean function, as discussed in Section 4.6, it may be fruitful to consider
the related Hilbert Schmidt independence criterion (Gretton et al., 2005). Higher-order
pathwise differentiability may prove useful to estimate and make inferences about this
discrepancy measure.

4.9 Proofs

For any T € 8, we will use the shorthand notation 7, £ Tp,, %Tt’t:g = Tt and ;TQZ’_Z} o =

Tg Throughout the this section we use the following fluctuation submodel through F, for
pathwise differentiability proofs:

dP;(0) = (1 + thi(o) + t*ha(0)) dPy(0),

where Pyh; = 0 and sup |h;(0)| < 00, j =1, 2. (4.9)
ocO

Proofs for Section 4.2

We give two lemmas before proving Theorem 11.

Lemma 6. For any T,U € S and any fluctuation submodel dF, = (1 +thy + t2hy) d Py, we
have that, for all t in a neighborhood of zero, <I>t~TU 15 equal to

/ [/ e[T{(ZE?)U{(Ig)]zdP{(m{)} [h1(02) + 2tha(0)] dPpy(02)
+/ V e[Tf(x?)Umgf)PdPg(sz)} [hi(01) + 2ths(01)] dPy(01)

~2 [[ [1al) - viad)] {%Tt(az?) — 206)

t=t

t=t

] eIV 4 P2l )dPy(aT).
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Proof of Lemma 6. We have that

t=t

2
CthU _ i // e—[Tt(xlT)—Ut(ng)]2 {H [1—|—th1(0j)+t2h2(0j)}}dP0(02)dP0(01)

dt
7j=1

_ / / 4 el
di

where the derivative is passed under the integral in view of (52). The result follows by the
chain rule. O

—

dP(](OQ)dPo(Ol) R

t=t

[1 + thl(Oj) + t2h2(0j)} }

1

J

For each T, U € 8, define
DTU(O) 2 —2@TU(P0) + / {2 [UO(Ol) _ TO(O)] D(F‘]F(O) + 1} 6—[To(o)—Uo(o1)]2dP0(Ol)
+ [ {21T0(01) ~ Ua(0)] DY (0) + 1 e 50T Ry o)

We have omitted the dependence of DTV on P, in the notation. We first give a key lemma
about the parameter ®7Y.

Lemma 7 (First-order canonical gradient of ®Y). Let T and U be members of 8. Then
®TY has canonical gradient DTV at Py.

Proof of Lemma 7. To consider first-order behavior it suffices to consider fluctuation sub-
models in which hy(0) = 0 for all 0. We first derive the first-order pathwise derivative of the
parameter ®7V at P,. Applying the preceding lemma at ¢ = 0 yields that

t=0 - / [/ 6_[T0(x1T)_UO(z2U)]2dP0(xlT)} hi(02)dPy(02)
+/ {/ e—[To(:clT)—Uo(xé’)Pdp[)(%U)} hi(01)dPy(0y)

— 2T) — Up(aD)(To(2T) = Up(2¥))e PN -00@DE gy (V) d Py (2T).
2//<To<1> Vo)) (To(aT) — () dPy(2Y )dPy(s7)

d
—(PTU P,
2aTv(p)

The first two terms in the last equality are equal to

Second term = / (EO [e—[To(xT)—Uo(XU)P} . EP(? [e—[To(XlT)—Uo(Xg)P]) hl(O)dPO(O).
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We now look to find the portion of the canonical gradient given by the third term. We have
that

2 [ [Tt~ Ualal) )l e DO a0 )iy
_ / 2B [(U(X) — Ty(a™))e” P00 DE (o)1 (0)dPy (o)

2 [ [(@at) = Uolad ) Tn(af) e -0 eDF aPy (o8 )iy (a)
- / 2E, [(TO(XT) - UO(xU))e_[TO(XT)_UO(”CU)]Q] DV (0)h1(0)dPy(0).

Collecting terms, a first-order Taylor expansion of ¢ — ®ZU(P,) about ¢ = 0 yields that
OTV(P,) — ®"Y(Ry) = tEy [D"V(O)h1(0)] + o(t).
Thus ®7V has canonical gradient DTV at P. O

The proof of Theorem 11 is simple given the above lemma.

Proof of Theorem 11. Lemma 7, the fact that ©O(P) & ®FE(P) — 2089(P) + &59(P), and
the linearity of differentiation immediately yield that the canonical gradient of © can be
written as DF — 2DRS 4 D95 Straightforward calculations show that this is equivalent to
o+ 2[P()P0(0,') —90] ]

We will use the following lemma in the proof of Corollary 2 to prove that Ry(O) and
Sp(O) are degenerate if D® = 0 and H;, does not hold. Because we were unable to find
the proof that the U-statistic kernel for estimating the MMD of two variables X and Y is
degenerate if and only if Hy holds or X and Y are degenerate, we give a proof here that
applies in a more general setting than that which we consider in this paper.

Lemma 8. Let Q be a distribution over (X,Y) € Z%, where Z is a compact metric space.
Let (z,y) — k(z,y) be a universal kernel on this metric space, i.e. a kernel for which the
resulting reproducing kernel Hilbert space H is dense in the set of continuous funtions on Z
with respect to the supremum metric. Further, suppose that Eg+/k(X,X) and Eg\/k(Y,Y)
are finite. Finally, suppose that the marginal distribution of X under Q) is different from the
marginal distribution of Y under Q).

There exists some fixed constant C such that

/ (O1) — Dyn), H(a) — H())d Q2 y) = C (4.10)

for (Q almost) all (x1,vy1) € Z2 if and only if the joint distribution of (X,Y) under Q is
degenerate at a single point. Above (-,-)y and ¢(z) = k(z,-) are the inner product and the
feature map in H, respectively.
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Proof. If @ is degenerate then clearly (4.10) holds.
If (4.10) holds, then our assumption that X has a different marginal distribution than Y
tells us that C' > 0 (Gretton et al., 2012). Hence, for almost all (x1,y;),

(p(x1) — A1), x — by )n — {px — py, ix — py )y = 0,

where p1x and py in H have the property that (ux, f)n = Eqf(X) and (uy, f)n = Eqof(Y)
for all f € ‘H (Lemma 3 in Gretton et al., 2012). The above holds if and only if ¢(z1)—¢(y1) =
ix — py. Noting that puy — py does not rely on xq,y;, it follows that ¢(x1) — ¢(y;) must
not rely on xy,; for all (z1,%;) in some @ probability one set D C Z2.

Fix a continuous function f : Z — R and x1,y; € D. For any € > 0, the universality of
H ensures that there exists an f. € H such that || fe — f|| < e. By the triangle inequality,

|f(@1) = f(yn) — fe(xr) + fe(yr)| < 2e.

Because ¢($1) - ¢<yl) is constant and f € Ha <¢($1) - ¢(yl)afe>7'l = fe(xl) - fe(yl) does
not rely on x1, 1, for any e. Furthermore, the fact that f. converges to f in supremum norm

ensures that |f.(z1) — fc(y1)| converges to a fixed quantity K (which does not rely on x; or
y1) as € — 0. Applying this to the above yields that f(x1) — f(y1) = K.

As f was an arbitrary continuous function and X; # Y;, we can apply this relation to
2+ z and z — 22 to show that x; —y; and z; + 3, do not rely on the choice of (z1,y,) € D.
Hence (1 —y1 + 21+ y1)/2 = 1 and (x1 +y1 — 1 +21)/2 = y1 do not rely on the choice of
(x1,11) € D. This can only occur if (x1,y;) are constant over the probability 1 set D, i.e. if
() is degenerate. O]

For the two-sample problem in Gretton et al. (2012), one can take ) to be a product
distribution of the marginal distribution of X and the marginal distribution of Y.

Proof of Corollary 2. We first prove sufficiency. If (i) holds, then 2D = DEE 4 D55 Tt
follows that D = 0 under H,. Now suppose (ii) holds. It is a simple matter of algebra to
verify that DFF = DFS = D79 = 0. Hence DY = 0, yielding the sufficiency of the stated
conditions.

We now show the necessity of the stated conditions. Suppose that oy = 0 and Hy does
not hold. It is easy to verify that

D® 2 E, [e_[RO(O)—Ro(O)]Q} 4B, [e—[So(O)—So(O)P}

_E, [67[1{0(0)750(0)}2} —E, [e*[RO(O)*SO(O)}Q] — 6

is a first-order gradient in the model where Ry and Sy are known (possibly an inefficient
gradient depending on the form of R and S). Call the variance of this gradient &y. As
the model where Ry and Sy are known is a submodel of the (locally) nonparametric model,
0o < 09, and hence 6y = 0 and [)? = 0. Now, if 9 = 0 and H does not hold, then Lemma 8
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shows that Ry(O) and Sy(0O) are degenerate. Finally, D® = 0 and the degeneracy of Ry(O)
and Sy(O) shows that for almost all o,

DY (0) = 2D"5(0) = 2(sy — 10) (D& (0) — Dy (0)) elro=s)”,

where we use 7y and sq to denote the (probability 1) values of Ry(O) and Sp(O). The above
is zero almost surely if and only if D¥ = D5. Thus og = 0 only if (i) or (ii) holds. O

We give the following lemma before proving Theorem 12. Before giving the lemma, we
define the function II : 8 — R. Suppressing the dependence on Fy and hy, ho, for all V € 8
and t # 0 we define

1) 2.2 [ [ [2(Vlo2) = Voo Vaon(on) + 2(Valox) — Va(on) PVo(ou)?

+ ha(02) — Vo(02)* + (Vo(02) — Vo(01))Vo(02) [e 0020l a Py (05)d Py (01).

Lemma 9. For any fluctuation submodel consistent with (4.9), T, U € 8 with T;(O) < Up(O),
and t € R sufficiently close to zero, we have that

d>

d q)TU Pt

= 2// 01, 02 hl 01)h1(02>dpo(02)dp()(01) + H(T) + H(U)
Proof. Let Hy(0) £ 14 thy(0) + t>hy(0) and Hy(0) £ hy(0) + 2thy(0).

d2 TU
@é (P,)

_% / / [ Huon) Hul02) + Hilor) Hifo2)

—2(Ty(01) — Un(o2)) (Th(or) = Uilox) ) Hi(or) Hi(o2)

“ e—[Tt<01)—Ut(oz)]2dpo(OQ)dpo(Ol)L_O (4.11)

t=0

We will pass the derivative inside the integral using (S2) and apply the product rule. The
first term we need to consider is

o) Eos) + Fifon) Hilos) — 2(Ti(or) — Ui(o2)) (Ti(or) — Uilo2)) Hilon) Hifor)]

= 2[lafon) + 01 (02) + ha(02)] =2 (Tofon) = Ui(on))
= 2(Ty(o1) = Un(02)) (To(01) = Ui(o2))
— 2(To(01) — Uo(02)) <T0(01) - U0(02)> (h1(01) + ha(02)).

t=0

The second is

4 (o) -Uioa))?

dt

—2(To(01) — Up(02)) (To(ol) _ U0(02)> o~ To(o1)~Us(02)]*

t=0
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Returning to (4.11), this shows that &7V (P,)

is equal to
t=0

dt?
2// [— 2(Ty(01) — Uo(03))To(01)ha(01) + 2(To(01) — Uy (02))*To(01)”

+ hQ 01) To(Ol) (To(Ol) Uo(OQ))TD(Ol)} 6_[TO(01)_U0(02)]2dPo(Og)dPo(01)
+2// 2To(01) — Un(02))Un(02) b1 (02) + 2(To(01) — Us(02)) 20 (02)?

(
+ hQ(OQ) U()(OQ) (To(Ol) — U()(OQ))U()(OQ)] 6_[TO(01)_U0(02)]2dP()(OQ)dPO(Ol)

-+ 2// T() 01 U(] OQ)) <UQ(02>h1(01> — Tg(Ol)h1(02>)
— (4To(01) — Up(02))* — 2) Tg(ol)Uo(OQ)—|—h1(01)h1(02)}e*[To(o1) Do) 1 Py (0)d Py (01).-

The expression inside the second pair of integrals only depends on o; through 7'(o;). Thus
we can rewrite this term as Ey[f(7(O;))] for a fixed function f that relies on Py, hy, ho, and
U. Under Hy, we can rewrite this term as Fy[f(U(O;))]. That is, we can replace each T'(Oy)
in the second pair of integrals with U(O;). This yields II(U). Switching the roles of 0; and
09 in the first pair of integrals above and applying Fubini’s theorem shows that

2 [ [ [2(Tifox) - Un(on))Eo(oa)ha(os) + 2Tofow) — Ui(on) (s
+ hg(Og) — T0(02)2 + (T()(Og) - UO(OI))TO(C’Z)} 6_[TO(02)_U0(01)]2dP0(OQ)dP()(Ol).

By the same arguments used to for the second pair of integrals, the above expression is equal
to II(T") under Hy. By (S3), the third pair of integrals can be rewritten as

// (To(01) — Uo(03)) (DY (03) — DE (o))

— (4(To(01) — Us(02))? — 2) D¥(01) DY (03) + 1]
x e 1To(0=U0(2) b (01 hy (05)dPy(02)dPy(01).

]
Proof of Theorem 12. We start by noting that 1 3 dt2 Ht is equal to
1[d d d? d?
- _q)TT P q)UU P, . _q)TU P o —(I)UT P
||+ et - | - et

/ / R(01,05) + T5%(01, 02) — T2 (01, 00) — D57 (01, 02)] ha(0) i (02)dPo(02)dPy(01)

:5//D2 (01,OQ)hl(Ol)hl(02)dP0(02)dP0(01)7
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where the penultimate equality makes use of Lemma 9. It is easy to verify that D (0;,0,) =
D® (04, 01) for all 01, 0,. The arguments given below the theorem statement in the main text
establish the one-degeneracy of I'y under 3y show that Ey[DS (O, 0)] = Ey[DS(0,0)] = 0 for
all o € O under Hy. Condition (S2) ensures that ||D§) ||2 P2 <0, and thus DS is P? square

integrable and one-degenerate.
Because the first pathwise derivative is zero under the null, we have that

1
Qt — 00 = §t2 //FDS)(Ol7 OQ)h(Ol)h(OQ)dPO(Ol)dP0(02> + O(tQ).
Thus D? is a second-order canonical gradient of © at F. [

We give a lemma before proving Theorem 13.
Lemma 10. Fiz P € M. For all T,U € 8, let
<1>TU A TU U T U U
Rem |37, RV, + ([RemBl, , [RemB [+ 1MEV ],
There exists a mapping ((P, Py,-) : 8 — R such that, for oll T,U € 8 for which Ty(O is equal
in distribution to Uy(O),
|R3TEY = 07V (Ry) = C(P, Py, T) = (P, Py, U)| S Rem§"™

Proof of Lemma 10. In this proof we use F'(P, Py, T, U) to denote any constant which can be
written as C(P Py, T) + ((P, Py, U) for expressions (P, Py, T) and {(P, Py, U) which satisfy
C(P, Py, T) = (P, Py,U) whenever T = U. We will write

o F(P, Py, T,U) + cyF(P, Py, T,U) = F(P, Py, T,U)
for any real numbers ¢;, ¢o. We then fix ¢ to be the final instance of ¢ upon exiting the proof.
Fix T,U € 8. Let by(o1,00) = Ty(01) — Up(0z) and b(oy,05) = Tp(o1) — Up(0y) for any
01, 09. For ease of notation, in the expected values below we will write B and By to refer to
b(O1,0,) and by(O1, Os), respectively. We also write T for Tp(O;), Ty for Ty(O;), Remb for
Rem%(0,), U for Up(Os), Uy for Uy(Os), and RemY for Rem%(Os).
We have that

PATEY — &V (Py) = Eps [ — e8| + Epa 2B (DY(05) — D5(O)) 6—32}

— Eps |(4B% - 2) Dg(Ol)Dg(OQ)e_BQ]

— Ep [ - e—BQ' .y _2B (Bo — B) 6_82]
+ Ep2 QB (Remp Remp) e’BQ]
— Bpg |(4B* = 2) [T - To] [U — Ul e ]

~ Epg |(4B* = 2) (IT — Ty Rem{} + Rem, [ — U] e~ |

— Ep2 _(432 —2) Rem}, Rem% e’Bﬂ .
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A third-order Taylor expansion of by — exp(—b3) about by = b yields that eV — e % is equal
to

2b(by — b)e™ — (26> — 1) (by — b)%e™ + gb (20° = 3) (by — b)*e™ + O ((by — b)),

where the magnitude of the O((by — b)*) term is uniformly bounded above by C(by — b)* for
some constant C' > 0 when by and b fall in [—1, 1]. For the second-order term, we have

Eps [— (2B% = 1) (By — 3)26*32} — Ep [(4/}32 —2) (T =) (U — Uy) e*BQ]
~ B [(IT =T + [U = ) (2B2 = 1) 7).
Thus we have that
PATEY — &™V(Py) = Eps [23 (Rem% — Rem?) 6*32}
+0(IB = Bollip,) — Erg |(4B* — 2) Rem Rem! "]
~ B |(IT =T + [U ~ Uo") (2B~ 1) e ]

+ gEo (B (282 = 3) (B, - B)’e ™. (4.12)

A Taylor expansion of fi(z) = 2ze~*" shows that there exists a By (01, 02) that falls between
B(01,09) and By(01,02) for all 01,09 such that

Epg [2B (Rem — Rem) e~
— Ep [(Remp Rem?) (2306—33 + (B - By) fﬁ(B))}

— F(P, Py, T,U) + Ep [(Remp Rem?) (B — Bo) fi (B)], (4.13)

where the second equality holds under Hy. The boundedness of f; in [—2,2], the triangle
inequality, and the Cauchy-Schwarz inequality yield

EPOQ

(Rem% — Rem?) (B — Bo)f1(B )’§EP02|(RemP Rem?) (B — By)|
S Epg |Lp" (00)Mp" (O2)| + Eo [Lp"| Eo [Mp"| S |LE" ||, g IME7 ][, - (414

A Taylor expansion of fo(z) = (222 — 1)e~*" yields that there exists a B, that falls between
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B and By such that
Eps [([T T+ (U - Uo)?) (282 - 1) e—BQ}
— Eps [([T — Ty + U - Uy)?) (2B2 - 1) e—BS}
+ 2Ep [([T — TP+ [U = Ug)?) (B — By) (B(2B% - 3)) 6*32}

2 f2(DB2)

(IT = To]* + [U — Up)?) (B — By)

The first line on the right is equal to F'(P, Fy, T,U) under 3. By the triangle inequality
and the boundedness of f, on [—2,2], the third line satisfies

4

SO By

k=0

Fig (7T + 10 ) (3~ mp 222 -

4
S Eo|[MEUTH| Eo [[MEUTH| < || M5 (4.15)
k=0

The final inequality above holds by the FKG inequality (Fortuin et al., 1971). It follows that

"Il
4P "

Epg |(IT =T + [U = U") (2B = 1) | + gEO B (2B~ 3) (B, - B)'e ™|

— %Epg [([T ~T)> = [U - Uo)°) B(2B* - 3)e —BZ} + F(P, R, T,U) + O(|| M} U||4P

=F(P, Py, T,U) + O(|MEV ||, ), (4.16)

where the final equality holds under Hy by a Taylor expansion of z + 2(22% — 3)6_22 and
analogous calculations to those used in (4.15). We note that the second equality above uses
a different F' and a different big-O term than the line above, and that the big-O term can
be upper bounded by C HM,ZUHi A for a constant C' > 0.

Plugging (4.13), (4.14), and (4.16) into (4.12), applying the triangle inequality, and using
the bounds on B gives the result. O]

We give a lemma before proving Theorem 13.

Lemma 11. Let Kp £ HLRSH1PO + HMRSHQP for all P € M. If Hy holds, then for all
PeM,

sup |P0FP(01> )| 5 Kp,
010’

where O C O is some Py probability 1 set. More generally, for all Py € M,
|PeTp — 6o S Kp.
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Proof of Lemma 11. For T,U € 8, we have that 'LV is equal to
[1+2(Tp — Up) D] e =V — 2 [(Ty — Up) + (2(Tp — Up)* — 1) D] De 11707,

Above we have omitted the dependence of 7Y on (01, 05), T and D% on o0, and U and DY
on 0y. For Py almost all 0; € O, PyT'EY (04, ) is equal to

Py[142(Tp(o1) — Up)(Up — Uy)] e lTrl=tr 4+ 0 (HRemng,Po>
2By [(Te(o1) = Up) + (2Tp(o1) = Up)* = 1) (Up — Un)] Dp(og)e” T (o0=0F

where the magnitude of the big-O remainder term is upper bounded by C' HRemgH1 R for a
constant C' > 0 which does not depend on 0,. Taylor expansions of the first and third terms
above yield

Pl (04, ) = Pye” TP D=0 _ 2Py (Tp(0y) — Up) DE(0y)e~ TPl -0l
+0 ([[Rem|[, ) + 0 (I1Up = Uoll3 )
where the magnitude of the big-O term can be upper bounded by C'||Up — U0||§7PO. If
Ty(0) L Uy(O), then
PTE (01, ) = Pye P00 _ 9P (Tp(0y) — Ty) Dh(0y)e TP =10
+0 (|Remf ]|, ) +0 (1Up = Usl3p,)

Recall that T, U € 8 were arbitrary. Using that ['p = ['Ef — RS _ PSR 4 95 and applying
the triangle inequality gives the first result.
We now turn to the second result. For any T, U € § and P € M, we have that

PrIY = [Q(Tp —Up) (Up — Up — Ty + Tp) + 1
— (A(Tp — Up)? = 2) (Up — Uy)(Tp — TO)] e~ ITr=UrP | 0 (HL,TJUHLPJ
= [2(Tp — Up) (Uy — Up — Ty + Tp) + 1] e Tp=UrF
+0 (1L57l,,) + O (IIMEV 13,
—0™(Py) + O (|18, ) + O (IIMEV 13, ) -

where the final equality holds by a first-order Taylor expansion of (¢,u) — e~ =4 The fact
that T'p = TER — 2T'ES + T2 yields the result. O

Proof of Theorem 13. Fix P € M and let F, satisfy H,. We have that
PTp — by
= DT — o™ (Ry) + PiTY — 0%%(Ry) — [PoTE° — @15 (Ry) + PIYf — @7 ()]
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Taking the absolute value of both sides, applying the triangle inequality, and using Lemma
10 yields

|P3Tp — 6y

< Rem™ +Remf”™ +2Remp™ S [LE°} o + IMES| oy + 1L Lo, 1VES

where the final inequality uses the maximum in the definition of L&Y and M5,
The inequality for when P, satisfies H; is proven in Lemma 11. O

Proofs for Section 4.4
Proof of Lemma 5. By the first result of Lemma 11, |Py',(01,-)| < K, for Py almost all

0, € O'. We have that
BT,
(Pn—P0)< ;{n )‘

The fact that {01 — %(01") : Pn} belongs to a Py Donsker class with probability approach-

|<PTL _PO)POFTL| = Kn

n

ing 1 yields that (P, — Pp) (P}’{—I;"> = Op,(n~Y?) (van der Vaart and Wellner, 1996), and thus

the right-hand side above is Op,(K,/v/n). If K, = op,(n~*/?), then this yields that the
right-hand side above is op,(n™1). O
Proof of Theorem 14. Plugging C1), C2), and C3) into (4.4) yields
9n — (90 = Uan + op, (n_l). (417)
By Section 5.5.2 of Serfling (1980) and the fact that I’y is Py degenerate and uniformly
bounded, nU,Ty ~> Y 7o Ae(ZE — 1).
We now prove that all of the eigenvalues of h(o) — Ej [f‘o(O, o)h(O)} are nonnegative.

Consider a submodel {P; : t} with first-order score h; € L*(Fy) and second-order score
hs = 0. By the second-order pathwise differentiability of ©,

et ;2 % = %//D2®(01>02)h1(01)h1(02)dpo(01)dP0(02) + o(1).

The left-hand side is nonnegative for all ¢ # 0 since 6; > 0 = 6y under H,y. Thus taking the
limit inferior as ¢ — 0 of both sides shows that

%//D2®(01,02)h1<01)h1(Og)dPQ(Ol)dP()(OQ) Z 0.

Using that Ty = Ty under Hy and Ty = %D?, we have that (o0 — Eo[To(O,0)h(0)], hy) > 0,
where the inner product is that of L?(P,). For any hy € L?(P,), it is well known that one can
choose a submodel P, with first-order score h; € L2(P0). Hence the above relation holds for

all hy € L*(Py) and all of the eigenvalues of h(o) — Ejy [f‘g(O, o)h(O)] are nonnegative. [
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Proof of Corollary 3. In this case T'g(01,09) = 2D{(01)DE(09) under Hy. The central limit
theorem yields that o '\/n(P, — Py)Df ~ Z. By the continuous mapping theorem,

o’n(P, — Py)*T/2 ~ Z2.

Now use that

nU,l'y n
202 20%(n—1)

1 n
n(P, — Py)°Ty — - Zro(oz‘, Oz)]
i1

n 2
= o5 |M(Pa = R0)’To = = > DF(0:)?
20%2(n —1) n( o) To n < 0(03)

The above quantity converges in distribution to Z? — 1 by the weak law of large numbers
and Slutsky’s theorem. O

Proof of Theorem 16. We have
0, = 2(P, — Py)P,l',, + PT,, + U, T,
= 2(P, — Py)Pyl'y + PT,, + U, + 2(P, — Py) Py (T,, — Ty) .

By assumption, U,I', = op,(n~""/?). The final term is op,(n~/2) by the Donsker condition
and the consistency condition (van der Vaart and Wellner, 1996). By the second result of
Lemma 11 and the assumption that K, = op,(n~/?), this yields that

0, — 0y =2(P, — Py)PoTg + op, (n™/2).
Multiplying both sides by /n, and applying the central limit theorem yields the result. [J
Proof of Corollary 4. We have that

V(0 — o) < @ n? — \/590}

0o 00

Pry {nf, < ¢*,} =Pr, {

Fix 0 < € < #y. The right-hand side is equal to

pry { VA= 0) ™ =

and ¢i° n' < e} +o(1)
(o) (o)
6, — 0 —0
< Prg { Vil = b) < vinte =) and G* ,n~" < 6} +o(1)
V(e = bo)

00 0o
go

SPrO{\/ﬁ(Qn—%) . ﬁ(e—%)}ﬂ(l) :PT{ZS

g0 go

}+0(1),

where Z ~ N(0,1). The final equality holds by Theorem 16 and the well known result
about the uniform convergence of distribution functions at continuity points when random
variables converge in distribution (see, e.g., Theorem 5.6 in Boos and Stefanski, 2013). The
result follows by noting that (e — 6y)/0¢ is negative and that lim, , . Pr(Z <z)=0. O
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